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The association of acanthosis nigricans and cancer in a great num- 
ber of cases is well known. This association occurs in 45 per cent of 
the patients with acanthosis nigricans, according to Mukai;' in 45.3 per 
cent, according to Kiittner,? and in 54.5 per cent, according to Mon- 
corps,” who included cases of definite and probable cancer. The form 
of acanthosis nigricans which is associated with cancer is called 
malignant.* 

Patients with the benign type of acanthosis nigricans do not suffer 
from cancer. This negative fact alone, not any difference in the macro- 
scopic or histologic features of the two forms, determines the diagnosis 
of the benign type. It is true that only in one or two cases has the 
malignant form been observed in infancy or childhood and that it is 
the benign type which usually appears in early life, but no sharp division 
can be made between the two types on the basis of age. 

Autopsies which may throw light on the general condition of the 
patients suffering from the benign type have not been performed because 
the disease occurs in otherwise healthy young persons. 

Various and divergent theories of the etiology of the benign type 
of acanthosis nigricans have been advanced. But, as Moncorps and 
others have pointed out, only that theory is satisfactory which offers an 
explanation of the two types of acanthosis nigricans, which after all 
are identical. 

From the Department of Dermatology, Columbia University, College of 
Physicians and Surgeons. 

1. Mukai, T.: Acta dermat. 14:460 (Nov.) 1929; 15:359 (April) 1930; 
abstr, Zentralbl. f. Haut- u. Geschlechtskr. 34:703, 1930. 

. Kuttner, H.: Mitt. a. d. Grenzgeb. d. Med. u. Chir. 39:276, 1926. 
Moncorps, C., in Jadassohn, J.: Handbuch der Haut- und Geschlechtskrank- 
heiten, Berlin, Julius Springer, 1931, vol. 8, pt. 2, p. 372. 

4. Differentiation between the “benign” and the “malignant” type of acanthosis 
nigricans is of practical value, although the use of the term for the disease of 
the skin itself, which is always benign, is wrong (Miescher, Guido: Dermat. 
Ztschr. 32:276 [April] 1921). These terms, however, seem far better than the 
differentiations “juvenile” and “adult” or “essential” and “symptomatic.” 
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REPORT OF A CASE 

The case of J. B.,5 a Jewish boy aged 15 years, has previously been reported, 

Family History—The maternal grandmother died at the age of 57, of gen- 
eralized tuberculosis. The paternal grandfather died at the age of 68, of ulcer 
of the stomach. The father, aged 38, was in normal physical condition, except for 
a pigmented nevus on the right side of the abdomen. The mother died in 1932, 
at the age of 36, of colloid carcinoma of the rectum with metastases. She had 
been under observation at the Presbyterian Hospital, New York, for three years 
prior to her death. Examination in 1929 of specimens obtained during different 
operative procedures showed colloid carcinoma of the rectum extending to the 
perirectal lymph glands and, later, involvement of the vagina. The skin had 
always been reported to be normal. No autopsy was performed. 

One brother, aged 10 years, was apparently in normal physical condition. 
Since childhood he had had a considerable number of pigmented nevi on the body 
and extremities. 

Personal History—At the age of 1 year the patient had measles, and since 
this time a heart murmur had been evident. He had abscess of the ear in early 
childhood, diphtheria at the age of 7 and chickenpox at the age of 11. Tonsil- 
lectomy was performed at this time. He was well and vigorous at the time of 
examination. 

At birth he presented a pigmented lesion on the right side of the abdomen, 
which gradually became larger and darker. Since about 1931 he had _ noticed 
involyement of the axillae, groins and extensive areas of the body. At about the 
same time scattered pigmented spots appeared on the body. 

Physical Examination—The changes in the skin were symmetrical with the 
exception of the strictly unilateral manifestation on the right side of the abdo- 
men and the right groin (fig. 14). The left side of the abdomen below the um- 
bilicus was normal. 

The unilateral eruption consisted of discrete or confluent lesions, with vague 
and irregular borders. All the involved areas showed marked discoloration, 
formation of deep furrows in the lines of cleavage of the skin and definite 
papillary hypertrophy. The intensity of the hyperpigmentation and the accen- 
tuation of the furrows seemed to be parallel. In places mild keratosis was 
noticed. 

The patient’s upper eyelids and both lips had a thickened and coarse appearance. 
The back and the sides of the neck, both axillae (fig. 1B), the antecubital areas, 
the nipples and the umbilicus showed darkly pigmented and hypertrophic skin, 
with accentuation of the normal furrows. The palms and the soles showed 
irregular areas of dirty-looking hyperkeratosis. The backs of the heels were 
infiltrated and scaly. The nails broke easily. There were also soft discrete 
papillomatous lesions the size of a split pea, especially in the axillary areas and 
on the upper part of the back. Several warty excrescences were to be found on 
the scalp. Over the upper portion of the chest, face and the upper and lower 
extremities there were a number of pigmented nevi from the size of a pinhead to 
that of a pea. 


5. Presented by Dr. Philip Lowenfish (Acanthosis Nigricans [Juvenile Benign 
Form], Arch. Dermat. & Syph. 29:763 [May] 1934) at a meeting of the Section 
of Dermatology and Syphilis of the New York Academy of Medicine, in Novem- 
ber 1933. 
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In the middle line of the tongue a few filiform tumors were shown. The 

is was involved. The rectum was free from changes (Dr. Janssen). 

In addition, the patient presented small common warts on both hands and 

acne of the face. 

[he pupils were normal and reacted to light and in accommodation. The 
cleras were normal. The tonsils had been removed, and the pharynx and teeth 
ere normal. There was no glandular enlargement. Examination of the heart 
evealed mitral insufficiency. The blood pressure was 126 systolic and 68 diastolic. 
fhe lungs were normal. There was no tenderness of the abdomen, and the 
liver and spleen showed no abnormality. Roentgen examination showed no defi- 











Fig. 1—Photographs showing (A) unilateral lesion of the right side of the 
abdomen and the right groin and (B) acanthosis nigricans in the right axilla. 


nite evidence of abnormality in the stomach or duodenum. The genitals were 
normal, The reflexes were normal. 

Diagnosis —The diagnosis was benign acanthosis nigricans and mitral insuffi- 
ciency. (The cardiac condition seemed fully compensated.) 

Further Examination—Examination of the urine revealed no albumin or 
dextrose. The reactions to the Kahn and the Wassermann test were negative, 
alcohol and cholesterol antigens being used in the latter. 

The results of examination of the blood were as follows: hemoglobin 90 per 
cent, red cells 5,220,000, white cells 9,200, polymorphonuclears 63 per cent, 
lymphocytes 32 per cent, eosinophils 3 per cent, and mononuclears 2 per cent, per 
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cubic millimeter; and sugar 100 mg., urea nitrogen 9.5 mg., urea 20.3 mg., uri 
acid 2.9 mg., and calcium 10.7 mg., per hundred cubic centimeters. 

Endocrine Findings (Dr. Cannady).—The Chvostek sign was present on thi 
left. The thyroid was slightly enlarged. Myotactic irritability was marked. 
The basal metabolic rate was minus 9 per cent. Roentgen examination of th¢ 
skull revealed nothing remarkable in the calvarium. The sella was clearly out- 
lined and well rounded. The anteroposterior diameter was 1 cm., but the capacity 
was small for a skull of that size. The development of air cells was rather extensive. 














Fig. 2—Histologic appearance of a specimen of skin taken from the lesion in 
the axilla. 


The slightly porous condition of the calvarium suggested disturbance of the 
parathyroid function. 

The patient was given thyroid extract in doses of % grain (16.2 mg.). 

Histologic Examination (Dr. G. F. Machacek).—Axilla (fig. 2): The epi- 
dermis showed numerous sharp projections, consisting of long papillae covered 
with fairly uniform epithelium. There was marked hyperkeratosis, and the 
depressions between the projections were filled with lamellated keratin-filled 
cysts. In some places the papillary outgrowths were replaced by diffuse thickening 
of the epidermis. The finely fibrillar papillary layer was seen to be wide and 
somewhat conspicuous. In areas there were numerous round and spindle-shaped 
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The blood vessels were, for the most part, thin walled. In the deeper 
+ of the corium there was an increase in the number of spindle-shaped cells. 
collagen reticulum was normal. The collagen bundles in the deeper portions 
he corium appeared normal, though the spindle-shaped nuclei were numerous. 
fhe microscopic diagnosis of the lesion in this area was acanthosis nigricans. 
\bdomen (fig. 3): The epidermal proliferation was more marked than that 
wn in figure 2 but was of much the same character. The rete pegs projected 


leeply into the corium, which was the site of chronic inflammatory reaction. 


[he diagnosis of this lesion was acanthosis nigricans or systematized epidermal 


yerrucous nevus. 











Fig. 3.—Histologic appearance of a specimen of skin taken from the lesion 
on the abdomen. 


For studies of the pigment specimens of skin were taken for biopsy (a) from 
the normal skin (upper part of the arm), (b) from the axillary region and (c) 
from the abdomen. 

In the specimen of normal skin melanin was inconspicuous. In frozen sections 
treated with dopa very small quantities of the brown granules were shown in 
the epidermis and the superficial portions of the corium. In the basal layer were 
scattered dendritic cells which had become blackened. They were relatively 
fewer in sections of normal skin than in specimens taken from areas of diseased 
skin. 

In sections of skin from the axillary region and from the abdomen the Fon- 
tana stain showed granules which filled the basal cells along the papillae and a 
small amount of pigment at the base of the rete pegs. A few chromatophores 
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were seen in the upper portion of the corium. In dopa-stained sections numerous 
dendritic cells, chiefly along the basal layer, were disclosed. 

A few weeks after the biopsy of skin from the axilla had been made, a keloid 
developed in the scar. This was surrounded by a zone 0.8 cm. wide which showed 
neither pigmentation nor papillary hypertrophy (fig. 4). 

In order to determine which factor in the procedure of removing a specimen 
for biopsy had caused this involution, four areas of skin from the left axilla were 
submitted to various procedures. 

It was found that neither painting with iodine and alcohol nor injection of 
procaine hydrochloride caused any change but that the removal of a specimen for 


biopsy again caused involution about the scar. 





Fig. 4.—Photograph of the right axilla, showing changes following removal 
of skin for biopsy. 


Examination of the blood and urine of the patient (Dr. R. S. Ferguson ®) did 
not reveal intermedin. 

Treatment of the skin consisted in the local application of 2 per cent salicylic 
acid in petrolatum. In addition, the patient received thyroid extract. The acne 
of the face was treated with four weekly exposures to doses of 100 roentgens 
of unfiltered roentgen radiation. 

Course of the Disease-—The use of ointment relieved the dryness of the skin. 
The acne of the face improved. During observation of six months no definite 
or marked changes in the acanthosis nigricans were noted. There were, perhaps, 
slight progression of the lesions on the abdomen and slight improvement of the 
condition of the neck and nails. The axillae seemed slightly smoother and the 
lips less coarse. 


6. Of the staff of the Memorial Hospital. 
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[he patient returned in October 1935, showing remarkable improvement 
ept for the unilateral lesion on the abdomen, which was not changed. The 
is on the upper part of the abdomen and the patches of hyperkeratosis on the 
ms and soles had disappeared; the axillae had become much lighter, and on 
shoulders there remained only mild thickening. The tongue, nails, lips and 
ebrows had become smooth. The site from which tissue had been removed 
r biopsy had changed into a keloid. The patient had exposed himself much 


the sun during the summer months. 


ENDOCRINOLOGIC FEATURES 
In the case described in this paper the findings which suggested 
endocrine disturbance were slight. The basal metabolic rate, though 
low, was within normal limits. The myotactic irritability and the some- 
what porous condition of the calvarium suggested a disturbance in 


calcium metabolism, but the calcium content of the blood was normal. 
The body and genitals showed normal development. Even though the 
patient had shown definite endocrine changes at puberty it still must 
be proved that such alterations were linked with the lesions of the skin. 


In an analysis of the possibility of an endocrine factor in the 
etiology of acanthosis nigricans, the following considerations seem 
significant : 

1. Endocrine changes seem to play no important role in the malig- 
nant form, and it is probable that the two types of the disease are 
produced by the same mechanism. 

2. There is no one type of endocrine disturbance that is found con- 
sistently in cases of the benign form. In some instances there is an 
increase in the basal metabolic rate, in some a decreased and in some a 
normal rate. Other evidence has been found only in isolated cases, 
such as pluriglandular insufficiency (Barendblat*); diabetes mellitus 
(Miescher*); obesity (Jadassohn*®), and_ facies hypopituitaria 
(Artom?®). In postmortem examination involvement of the adrenal 
glands has been seen only in rare instances. Bodenstein * reported 
evidence of adrenal disturbance obtained by the interferometric method 
of Abderhalden, as to the value of which he and, recently, Berggreen ** 
have expressed doubt. In some cases in which investigation was made 
from the standpoint of an endocrinologic disturbance (case of Grace 


7. Barendblat, J.: Med.-biol. j. 4:50, 1928; Zentralbl. f. Haut- u. Geschlechtskr. 
29:800, 1929. 
. Miescher, G.: Dermat. Ztschr. 32:276 (April) 1921. 
. Jadassohn, Werner: Arch. f. Dermat. u. Syph. 150:110, 1926. 
. Artom, Mario: Gior. ital. di dermat. e sif. 69:184, 1928. 
. Bodenstein, Erwin: Dermat. Wchnschr. 99:1670 (Dec. 29) 1934. 
3erggreen, P.: Dermat. Wehnschr. 100:45 (Jan. 12) 1935. 
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and Schwartz ** and the cases of Wieder,’* Knowles, Sidlick and Ludy 
and Burgess,’® reviewed by Grace and Schwartz), no definite evidence 
of involvement of any part of the endocrine system was shown. Grace 
and Schwartz viewed as unfounded the hypothesis of endocrine dys- 
function as an etiologic agent in acanthosis nigricans. 

3. No endocrine disturbance is known to produce changes in the 
skin similar to those in acanthosis nigricans, and the supposition of 
Porias,‘* Miescher and W. Jadassohn that the dysfunction of some endo- 
crine organ which normally regulates the growth of the skin may be 
responsible for acanthosis nigricans seems hypothetic. 

4. Organotherapy has produced no obvious results either in the case 
reported in this paper or in other cases. 

To illustrate how far the belief has progressed in the paramount 
importance of the endocrine system in relation to acanthosis nigricans, 
[ cite two recent papers. Mazzanti ** expressed the belief that in his 
case endocrine disturbances favored the development of cancer of the 
stomach and that the psychosis which developed was the result of the 
combination of disturbances in the nervous and endocrine system. Kubo 
and Kohsaka’?® ascribe the ancathosis nigricans in their case to pluri- 
glandular insufficiency and to subsequent disturbances in the nervous 
system and in metabolism. They expressed the belief that there was no 


relationship between the acanthosis nigricans and the carcinoma of which 


apparently the patient died. 

Hellerstrom *° made subsequent observations on the man _ in 
Miescher’s case and reported that after castration acanthosis nigricans 
disappeared and the diabetes improved. In connection with this obser- 
vation he emphasized the parallelism between malignant proliferating 
tissue and the tissue of the sex glands. After removal of either tissue 
the acanthosis nigricans showed a tendency to improve. He considered 
that in his case the important role of the endocrine system in the 
“benign” type of acanthosis nigricans was definitely demonstrated. 


13. Grace, Arthur W., and Schwartz, Ha~s J.: Acanthosis Nigricans, Arch. 
Dermat. & Syph. 29:691 (May) 1934. 

14. Wieder, W. L. M.: Acanthosis Nigricans: Juvenile Type, J. A. M. A. 
87:1964 (Dec. 11) 1926. 

15. Knowles, F. C.; Sidlick, D. M., and Ludy, J. B.: Acanthosis Nigricans: 
Adult and Juvenile Types, Arch. Dermat. & Syph. 19:391 (March) 1929. 

16. Burgess, Norman: Brit. J. Dermat. 43:169 (April) 1931. 

17. Porias, J.: Wien. klin. Rundschau 27:671, 1913. 

18. Mazzanti, Carlo: Dermosifilografo 8:453 (Sept.) 1933. 

19. Kubo, Masaya, and Kohsaka, Masaichi: Kyoto-Ikadaigaku-Zasshi 10: 
201, 1934. 

20. Hellerstr6m, Sven: Acta dermat.-venereol. 14:86 (June) 1933. 
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This interesting individual observation by Hellerstrom should not 
e made the basis of too far reaching conclusions, and Hellerstrom 
imself did not wish to maintain that any one endocrine gland was 

sponsible for the cutaneous changes. It may be that the presence 
if a hormone of the sex gland is necessary for the reproduction of 
icanthosis nigricans,?"* but it is not proved that this hormone is the only 
cause of the disease. It must still be explained why the secretion of 
the sex gland, whether or not it is excessive, causes acanthosis nigricans, 
while the same secretion is present in normal persons without acanthosis 
nigricans. 

It cannot be denied that changes in the endocrine system are found 
in some cases, but so far there is no evidence that these disturbances 
are the cause of acanthosis nigricans. They may be related, or they 
may exist independently. 

PROBLEM OF NEVUS 

The patient whose case is described in this paper had at birth a uni- 
lateral lesion on the right side of the abdomen. At the time of exami- 
nation this was indistinguishable from true acanthosis nigricans, but 
it is noteworthy how sharply the midline of the body limited the dis- 
turbance to one side. Later in life symmetrically and typically distributed 
acanthosis nigricans developed. On examination the pathologist was 
unable to decide whether the unilateral lesion was acanthosis nigricans 
or a systematized epidermal verrucous nevus. The report of the histo- 
logic examination of this lesion and that of a specimen of skin showing 


typical acanthosis nigricans from the axilla were practically identical. 


The benign type of acanthosis nigricans often shows several char- 


acteristics common to nevi, of which the following may be mentioned: 


1. Unilateral distribution of early lesions. 

2. Presence of lesions at birth (Kemeri’s *! three cases, the cases 
of Wile ** and Filser ** and Miescher’s two cases) or their appearance 
in the first y.ars oi life. Moura Costa’s ** patient presented the first 
signs of the cutaneous conditic 1 at the age of 1 year. The condition 
appeared at the age of 3 years in the case reported by Spietschka *° in a 

20a. This suggestion is of interest in connection with the case reported in this 
paper, in which the symmetrical and generalized lesions developed at the beginning 
of puberty and subsided a few years later. 

Kemeri, D.: Zentralbl. f. Haut- u. Geschlechtskr. 29:494, 1929. 
. Wile, U. J.: A Case for Diagnosis, Arch. Dermat. & Syph. 20:539 (Oct.) 


. Filser, H.: Monatsh. f. prakt. Dermat. 47:112, 1908. 
24. de Moura Costa, Henrique: Ann. brasil de dermat. e syph. 1:47, 1925. 


. Spietschka, T.: Arch. f. Dermat. u. Syph. 44:247, 1898. 
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44 year old patient and in the instance recorded by de Anduiza ** and 
at the age of 5 years in the cases reported by Mook ** and Ludy,®* in 
the instance recorded by Hitaka,*® in which the distribution was sys 
temic, and in the case of the 49 year old patient described by Pautrier 
and Hugel.*® The onset of the condition later in life permits com 
parison with naevus tardus. 

Moncorps excluded from the group of cases of acanthosis nigricans 
instances in which there were congenital lesions or onset in early child- 
hood and included them with cases of ichthyosiform or nevoid erup- 
tion of the skin; but there are numerous instances besides the one 
described in this paper in which nevoid lesions existed at birth and the 
classic picture of acanthosis nigricans developed later. There also exists 
the report by Halty, Delgado and Volpé *' of an unusual case of “malig- 
nant” acanthosis nigricans in a young child. The child was born with a 
unilateral eruption of acanthosis nigricans and showed at the age of 9 
months the first signs of abdominal tumor. The patient died at the age 
of 2% years, shortly after laparotomy had revealed a large malignant 
and inoperable growth. The cutaneous eruption, except for insignifi- 
cant spreading, remained confined to one side. 

3. Familial occurrence. Miescher reported the occurrence of the 
disease in a father and two children; WW. Jadassohn, in a mother and two 


children, Kemeri in a father, a son and three daughters and Sandbacker 
and Holmstroem *? in a mother and two daughters. Bernhardt ** 
observed cases of involvement in three generations. 

In the present case the occurrence of a pigmented nevus in the 
patient’s father in the same location in which the unilateral acanthosis 
nigricans developed in the patient points to the nevoid character of the 
son’s lesion. 


4. Association of acanthosis nigricans with other pigmented nevi in 


the patient’s family or in the patient himself (the present case and the 


26. de Anduiza, J.: Rev. espafi. de urol. y dermat. 26:303, 1924; abstr., Zen- 
tralbl. f. Haut- u. Geschlechtskr. 14:376, 1925. 
27. Mook, W. H.: Acanthosis Nigricans, Arch. Dermat. & Syph. 18:470 (Sept.) 
1928. 

28. Ludy, J. B.: Acanthosis Nigricans, Arch. Dermat. & Syph. 14:619 (Nov.) 
1926. 

29. Hitaka, M.: J. Orient. Med. 2:258, 1924. 

30. Pautrier, L. M., and Hugel: Bull. Soc. franc. de dermat. et syph. 29:81, 
1922. 

31. Halty, A.; Delgado, B. C., and Volpé, A.: Rev. sud.-am. de méd. et de 
chir. 4:189 (March) 1933. 

32. Sandbacker and Holmstroem: Zentralbl. f. Haut- u. Geschlechtskr. 53: 
231, 1936. 

32a. Bernhardt, Robert: Przegl. dermat. 21:1, 1926; abstr., Zentralbl. f. Haut- 
u. Geschlechtskr. 21:600, 1927; Arch. f. Dermat. u. Syph. 170:533 (Nov.) 1934. 
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sof Wile, Bogrow,** Kemeri, Darier,** Pautrier and Hugel, Smith,*° 
eder, Bernhardt and Pick **). No regular association with defects 
degenerative character is seen. 
fhe relationship of the malignant type to nevi is less evident. It 
iatural that only in benign forms which can be observed for a long 
me do the nevoid characters become obvious. The case of Halty, 
Delgado and Volpe, already cited, indicates that the neviform and the 
classic type of acanthosis nigricans are not distinct. Kyrle ** considered 
the malignant type of acanthosis nigricans to be a genodermatosis and 
stated that this condition belongs to the same group as pigmented nevus 
in postnatal life. 
These explanations have been made in an attempt to prove that the 
two 


venodermatosis. In the following section the relationship between 


types of acanthosis nigricans possess qualities characteristic of 


acanthosis nigricans and cancer will be considered and it will be seen 
whether this consideration leads to a common point of view with 


regard to the etiology of the two types of acanthosis nigricans. 


PROBLEM OF CANCER 

The mother of the patient whose case is described died of colloid 
carcinoma of the rectum with metastases. The occurrence of cancer in 
the antecedents of patients with acanthosis nigricans has been reported 
in various instances. 

From the data in the accompanying table it is evident that maternal 
and paternal antecedents of patients with acanthosis nigricans may be 
involved. Three patients with a family history of cancer suffered from 
the malignant type of acanthosis nigricans. 

Moncorps stressed the importance of the frequent occurrence of 
carcinoma among the antecedents of patients with acanthosis nigricans. 
But, so far as could be ascertained, the importance of the fact that the 
same types of carcinoma occur among the antecedents of patients with 
acanthosis nigricans as in association with acanthosis nigricans of the 


malignant type has never been emphasized. 


33. Bogrow, S. L.: Arch. f. Dermat. u. Syph. 94:271, 1909. 

34. Darier, J.: Ann. de dermat. et syph. 4:865, 1893; 6:97, 1985; in Besnier, 
E.; Brocq, L., and Jacquet, L.: Pratique dermatologique, Paris, Masson & Cie, 
1900, vol. 1, p. 183. 

35. Smith, Watson: Brit. J. Dermat. 45:142 (April) 1933. 

36. Pick, cited by Moncorps.* 

37. Kyrle, J.: Vorlesungen tiber Histo-Biologie der menschlichen Haut und 


ihrer Erkrankungen, Berlin, Julius Springer, 1927, vol. 1, p. 106. 
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In the malignant type cancer of the stomach or other abdominal 
organs—intestine, rectum, uterus, liver and gallbladder—is chief, 
observed. Mukai investigated two hundred and eighteen cases of 
acanthosis nigricans, in about 45 per cent of which malignant growth 
occurred and in 61 per cent of the latter group cancer of the stomach, 
Other types of carcinoma also occur. In one of Spietschka’s cases 
chorionic carcinoma was observed, and in the case of Klotz and Rohden- 


Data on Cases of Acanthosis Nigricans in Association with a Family History 
of Cancer * 


Acanthosis Nigricans Family History of Cancer 


ae ra —* —_ 5s > — f= _ ' ian 
Author Age, Years Sex Antecedent Cause of Death 
Baliszkaja: Russk. vestnik dermat. 16 F Father Cancer of stomach 
4:729, 1926; abstr., Zentralbl. f. 
Haut- u. Geschlechtskr. 22 $ 853, 1927 
von Leszeynski, R.: Zentralbl. f. ) . Father Cancer§ 
Haut- u. Geschlechtskr. 15: 149, 1925 
Asahi, K.: Jap. Ztschr. f. Dermat. u. if Mt Father Cancer of stomach 
Urol, 22: 709, 1922; abstr., Zentralbl. 
f. Haut- u. Geschlechtskr. 8 ¢ 255, 1923 
Tommaga, B., and Harada, S.: Jap. ] Paternal Jancer of stomach 
J. Dermat. & Urol. 36:65, 1934; grandfather 
abstr., Zentralbl. f. Haut- u. 
Geschlechtskr. 49 3 442, 1934 
Grace and Schwartz 14 } Fi 
Wieder 14 F Maternal ‘ancer of stomach 
grandmother 
Lapa, Alvaro: Arq. de pat. 57 26 M Father ‘ancer of liver 
(Dec.) 1932 (cancer of 
pylorus) 
M Father Neoplasm§ at the 
(adenocarci- age of 63 
noma of 
pylorus) 


Father ‘ancer of rectum 


Mazzanti 18 


Curth (present case) 15 M Mother Cancer of rectum 
* Since this paper was submitted for publication two significant reports have been found: 
Liebner described the case of a 38 year old man with characteristic symmetrical acanthosis 
nigricans on the thighs. The patient had no cancer or endocrine disturbance. The mother and 
a niece had carcinoma of the breast, and an uncle, cancer of the bladder (Liebner, E.: 
Zentralbl. f. Haut- u. Geschlechtskr. 53:1, 1935). Bruenauer described a case of the benign 
juvenile type in a 23 year old woman. The father died of branchiogenic carcinoma (Bruenauer, 
S. R.: Zentralbl. f. Haut- u. Geschlechtskr. 37 : 786, 1931). 

+ The absence of cancer in the patient was expressly noted. 

t Schwartz (Acanthosis Nigricans, Arch. Dermat. & Syph. 30:878 [Deec.] 1934) reported 
that the same patient presented a mass in the abdomen one year later. Still later the patient 
died, and autopsy showed a primary cancer of the liver. (Personal communication to the 
author from Dr. Grace.) 

§ Further details are missing. 


burg,** small spindle cell sarcoma of the colon. Six other authors 
reported cancer of the breast (Hodara,*® Kuznitzky,*° Boeck,* 
38. Klotz, H. G., and Rohdenburg, G. L.: J. Cutan. Dis. 31:306 (May) 
1913. ‘ 
39. Hodara, M.: Monatsh. f. prakt. Dermat. 40:629, 1905, translated, J. d. 
mal. cutan. et syph. 17:502 (July) 1905. 

40. Kuznitzky, Martin: Arch. f. Dermat. u. Syph. 35:3, 1896. 

41. Boeck, C.: Norsk. mag. f. legevidensk. 12:273, 1897; abstr., Arch. f. 
Dermat. u. Syph. 50:411, 1899. 








CURTH—ACANTHOSIS NIGRICANS 


iwlas, ** Matras *** and Freund **). In the case described by the last 


Lisg . 


hor, that of a girl, adenocarcinoma of the breast developed ten years 


er the onset of acanthosis nigricans. Petrini de Galatz ** reported a 

- of the condition in association with cancer of the lung. 

Recently Schlammadinger *° reported a case of acanthosis nigricans 

association with leiomyosarcoma cutis. The localized occurrence of 

acanthosis nigricans near the tumor—on the dorsum of the foot— 

absence of typical distribution over the body and the inflammatory 
changes in the corium make it possible that the case was one of secondary 
changes due to the tumor rather than of true acanthosis nigricans.*** 

The evidence that cancer, especially cancer of the glandular organs, 
occurs with significant frequency among the antecedents of patients with 
benign acanthosis nigricans-as well as in association with the malignant 
type of acanthosis nigricans needs further corroboration. In this inves- 
tigation it should not be overlooked that a negative history of cancer 
for an antecedent may be due either to death from intercurrent disease 
or to the fact that at the time the history was taken the antecedent in 
question had not reached the age at which cancer develops. For example, 
if the present case had been studied five years before, it would have 
been recorded as an instance of acanthosis nigricans in which the parents 
were apparently healthy. It is also important to obtain evidence of 
the development of cancer in the descendants of these patients. 

If the fact is firmly established that carcinoma occurs with unusual 
frequency in the antecedents of patients with acanthosis nigricans, any 
further significance of these findings involves the controversial question 
of the influence of heredity in cancer. The existence of such an influence 
is denied by some, but Schinz and Buschke,** in their recent publication, 
cited observations ** on the basis of which they made the following 
conclusion : 

The hereditary factor is of more importance in cancer of the glandular type 
than in squamous cell cancer. In the latter group apparently, the exogenous 
conditions resulting in irritation are of greater importance than the hereditary 
disposition, 


42. Douglas, Heath: Proc. Roy. Soc. Med. 22:503 (Feb.) 1929. 

42a. Matras, August: Arch. f. Dermat. u. Syph. 174:12 (April) 1936. 

43. Freund, E.: Rev. frang. de dermat. et de vénéréol. 7:450 (Sept.) 1931. 

44. Petrini de Galatz: Ann. de dermat. et syph. 5:321, 1914. 

45. Schlammadinger, Josef: Dermat. Wehnschr. 99:1257 (Sept. 29) 1934. 

45a. For a thorough review of the cases the following reference may be con- 
sulted: Michy, Jacques: L’acanthosis nigricans et ses rapports avec ces tumeurs 
malignes, monographiques sur les tumeurs, Laboratoire du Professeur Peyron, 
[Institut Pasteur, Paris, E. Le Francois, 1932, vol. 13. 

46. Schinz, Hans R., and Buschke, Franz: Krebs und Vererbung, Leipzig, 
Georg Thieme, 1935. 

47. Among other instances the authors cited the following: Napoleon I and 
his father, a brother and two sisters died of gastric cancer. Warthin observed 


(Footnote continued on next page) 
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Knowledge as to the causation of these processes is still inadequate. 
Artom expressed the belief that acanthosis nigricans is caused by a dis- 
turbance in the formative development of the patient which is, at the 
same time, the basis of the disease of the skin and the genesis of cancer, 

One can go no further at present than to state that the study of the 
family history of patients with acanthosis nigricans and the observation 
of the association of acanthosis nigricans with cancer in the same patient 
indicate that there is a genetic relationship between the two conditions. 
The genetic mechanism of this relationship is still unknown. 

It may be that by further study of the singular association of cer- 
tain types of cancer and acanthosis nigricans knowledge not only of 
acanthosis nigricans but of these types of cancer will be increased. 


35 East Eighty-Fourth Street. 
that of a series of cases of cancer 31 per cent were found in eighty-eight adult 
members of one family, in fifteen of whom the disease was of the gastro-intes- 
tinal tract, in twelve of the uterus and in one of the ovary. Ewing (Neoplastic 
Diseases, ed. 3, Philadelphia, W. B. Saunders Company, 1928) made the follow- 
ing report of the history of cancer in families. In twenty-three families observed 
by Manishon sixty-nine members had cancer, in fifty-seven of whom the disease 


was of the stomach. 








IDIOPATHIC CALCINOSIS CUTIS 
A REVIEW, WITH A REPORT OF TWO CASES 


ERVIN EPSTEIN, M.D. 


LOS ANGELES 


The condition in which calcium salts are deposited in the skin and 
subcutaneous tissue is referred to as calcinosis cutis. This article con- 
tains a report of two cases of the idiopathic form of that disease plus 


ihe conclusions drawn from a study of sixteen additional cases taken 
for the most part from the available English and American literature.’ 


The first of the two patients whose cases are reported was observed by 
Piersall in 1929, and his findings at that time were recorded. 

In preparing this paper, every attempt was made to exclude cases 
of myositis ossificans, osteoma of the skin, phlebolith, calcified tumor, 
atheroma, cyst, hematoma or tuberculous lesion and cases in which 
parasites (Trichinella, Filaria, etc.) were present in the tissues. 
Examples of metastatic calcification, as in osteomyelitis, metastatic 
malignant growth and parathyroid adenoma, were also omitted. Cases 
in which the disease was associated with scleroderma, dermatomyositis, 
Raynaud’s disease or local arteriosclerosis were not included, as in 
them the calcinosis appeared to be due to local conditions. The rela- 
tionship existing between scleroderma and calcification of the soft 
tissue has recently been reviewed by Durham.’ 

From the Department of Dermatology and Syphilology of the Los Angeles 
County Hospital. 

1. Memmesheimer, A.: A Case of Cutaneous Calcification, Dermat. Wehnschr. 
75:1223 (Dec. 16) 1922. Grulee, C. G.: Calcinosis Universalis, M. Clin. North 
America 16:447 (Sept.) 1932. Fernet, A., and Nahan, A.: A Case of Calcareous 
Deposits in the Skin, Bull. Soc. frang. de dermat. et syph. 7:266, 1919. Twining, 
E. W., and Addey, W.: Case of Hypodermolithiasis, Brit. M. J. 2:1012 (Dec. 3) 
1932. Ducasse, R. R.: Calcification of the Skin with Unusual Findings, Arch. 
Dermat. & Syph. 7:373 (March) 1923. Epstein, N. N.; Paul, S. B.; Rusk, G. Y., 
and Levin, E. A.: Calcification of the Skin and Subcutaneous Tissues (Calcinosis), 
ibid. 28:510 (Oct.) 1933. Tate, B. C., and Trumper, H. B.: Calcinosis Cutis, 
Brit. J. Dermat. 45:413 (Oct.) 1933. Swanson, W. W.; Forster, W. G., and 
lob, V.: Calcinosis Circumscripta, Am. J. Dis. Child. 45:590 (March) 1933. 
Sheldon, J. H.: Calcinosis Universalis, Proc. Roy. Soc. Med. 27:263 (April) 
1934. Michelson, H. E.: Calcinosis Cutis, Arch. Dermat. & Syph. 31:930 (June) 
1935. Morse, J. L.: Calcification of the Skin in a Child, Am. J. Dis. Child. 
22:412 (Oct.) 1921. 

la. Piersall, C. E.: Hypodermoliths, Radiology 20:164 (March) 1933. 

2. Durham, R. H.: Scleroderma and Calcification, Arch. Int. Med. 42:467 
(Oct.) 1928, 
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A number of examples of calcification of the skin and subcutaneous 
tissue have been reported under a variety of names, including calcinosis 
cutis, calcinosis interstitialis, calcinosis universalis, calcinosis circum- 
scripta, hypodermolith, hypodermolithiasis, petrification of the skin, 
lime or chalk gout, gout stone, Profichet’s syndrome, calcareous sub- 
cutaneous concretion, granular deposition of lime and dermal and sub- 
dermal concretion. 

ETIOLOGY 

Much has been written but little is actually known in regard to the 
cause of calcinosis cutis. In the series of cases studied the females out- 
numbered the males 2 to 1. In thirteen, or 72.2 per cent, of the cases 
the condition was first noted before the age of 20, while in the remain- 
der it began between the ages of 30 and 50. From 984,138 roentgeno- 
grams taken of 364,774 patients at the Los Angeles County General 
Hospital since June 1925, a diagnosis of calcinosis cutis was made in 
only three cases. In one of these the patient also had scleroderma. 

In three patients the formation of calcified nodules followed local 
trauma. This suggests that the nodules may have been calcified hema- 
tomas, but in all instances the process was too widespread to be explained 
on that theory. Bolam * suggested that in some cases calcification fol- 
lows degeneration of fat lobules. 

Endocrine abnormalities, also, have been advanced as possible causa- 
tive factors. The predominance of female patients suggests that they 
may play a role. One male patient had a definite tendency toward 
female secondary sex characteristics.‘ Parathyroid tumor associated 
with hypercalcemia often causes deposition of calcium salts in various 
locations, especially in the excretory organs of the body, including the 
skin. Cases in which that happened were not included in this series, 
as in such cases the skin is not affected exclusively. 

Another possible etiologic factor is increased intake of vitamin D. 
No patient in the present series gave a history of ingestion of an abnor- 
mal amount of vitamin D or of overexposure to sunlight. Therefore, 
this factor was unimportant. 

PATHOLOGY 


The calcium salts are deposited in the skin, subcutaneous tissue and 
superficial fascia. Normal skin contains a small amount of calcium,’ 


3. Bolam, M.: Calcinosis, Brit. J. Dermat. 47:340 (Aug.-Sept.) 1935. 

4. Maloney, E. R., and Bloom, D.: Cutaneous Calcinosis, Arch. Dermat. & 
Syph. 23:245 (Feb.) 1931. 

5. Hubbard, R. S., and Wentworth, J. A.: A Case of Metastatic Calcification 
Associated with Chronic Nephritis and Hyperplasia of the Parathyroid, Proc. 
Soc. Exper. Biol. & Med. 18:307, 1920-1921. 

6. Gans, O.: Ueber den Calciumgehalt der gesunden und kranken Haut, Arch. 
f. Dermat. u. Syph. 145:135, 1924. 
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it is insufficient to be visible on microscopic examination. The 
ermis and the upper layers of the corium may or may not be 
ved in calcinosis cutis. According to Bauer, Marble and Bennett,’ 
initial histopathologic alteration consists of deposition of finely 
ded particles of calcium salts around apparently normal fat cells in 
subcutaneous tissue. This is not accompanied by necrosis or acute 
inflammatory change. The granules slowly coalesce to form macro- 


scopic tumors, which replace the normal fat. The abnormal masses 


initiate a foreign body reaction, and giant cells, slight fibrosis and mild 
infiltration of round cells may be noted. 

Jadassohn * stated that the calcareous material lies in the true skin, 
heing deposited between collagen fibers. It is distributed in a diffuse 
manner and also affects the elastic fibers. The tumors are not encapsu- 
lated and are difficult to remove surgically without also removing some 
of the surrounding tissue. If a mass is incised, a creamy material slowly 
oozes out. This material becomes very hard on drying. 

According to Wells,® the chemical composition of the concretions is 
approximately the same as that of calcified structures elsewhere in the 
body: calcium phosphate, 86 per cent; calcium carbonate, 13 per cent, 
and magnesium phosphate, 1 per cent. Rarely, traces of cholesterol are 
present in the deposits. 

CLINICAL PICTURE 

The calcified concretion originates in the deeper portion of the 
corium and in the subcutaneous tissue and so is probably best referred 
to as a hypodermolith. As a rule the skin over the tumor appears 
normal, but in case 2 the overlying skin was dry, scaly and atrophic. 
When the nodule is discharging its contents through the skin, thick white 
material slowly oozes out of the tissue. A discharge occurs in one 
half of the cases. The skin is then pierced by a sinus, which often has 
a hard yellow ring around its mouth. The skin at this stage feels 
hard and is attached to the underlying tumor. 

Secondary infection may occur in a calcified nodule, and the skin 
becomes red, warm and tender. Fluctuation may be present. In this 
event, constitutional symptoms, including fever, tachycardia and malaise, 
may be marked. 

The tumors exist as stony hard nodules or plaques. They may be 
visible, owing to elevation of the overlying skin. Clinically, they seem 
to be encapsulated, but that this is not the case can easily be demon- 

7. Bauer, W.; Marble, A., and Bennett, G. A.: Further Studies in Calcifica- 
tion of Subcutaneous Tissue (“Calcinosis Universalis”) in a Child, Am. J. M. Sc. 
182:237 (Aug.) 1931. 

8. Jadassohn, J.: Kalkmetastasen, Arch. f. Dermat. u. Syph. 126:172, 1919. 

9. Wells, H. G.: Chemical Pathology, Philadelphia, W. B. Saunders Com- 
pany, 1925, 





370 ARCHIVES OF DERMATOLOGY AND SYPHILOLOGY 


strated by roentgenologic examination. The masses are freely movabie 
on the underlying structures. As a rule they are nontender, although 
when situated on the tips of the fingers they may be both tender and 
painful. The masses cause no other discomfort unless they are large 
enough to interfere with the patient’s occupation or with his sitting 
down. Pruritus is rare. The nodules are often traumatized but never 
metastasize to the deeper structures of the body. 

The calcareous deposits are most common on the extremities and 
about the pelvis. On the hands they may be mistaken for gouty de- 
posits, but the contents are calcium salts rather than urates, and so the 
two diseases can easily be differentiated. Deposits of urates are not 
radiopaque, and a diagnosis can often be made on the basis of this 








Fig. 1 (case 1)—Calcium deposits on the finger-tips and on the right ring 


finger. 


property. On the hands the lesions usually occur on the palmar aspect 
of the distal phalanx. This is the location that is most likely to be 


chronically traumatized. However, deposits may also be seen on the 


dorsa or sides of the fingers (fig. 1). 

Thirteen patients had deposits on the upper extremities, while four- 
teen had them on the lower extremities. The region of the knee was 
the most common site on the legs, 50 per cent of the patients having 
hypodermoliths in that location. Eight patients had nodules in the 
thighs. Only one patient presented calcified lesions on the feet. 

Nine patients had tumors in the region of the pelvis ; six, on the but- 
tocks; four, on the lower portion of the back ; two, on the scrotum ; four, 


near the iliac crest, and one, over the ramus of the pubis. 
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\ll the patients presented masses on the extremities or in the region 


the pelvis. In addition, one example was seen of deposits in each of 


‘e following locations: the malar region, the ear, the chest and the 

iomen. The tumors had a tendency to be roughly bilaterally sym- 
netrical. 

In a significant number of cases the onset of calcinosis cutis was 
nreceded by a prodromal period marked by pain and stiffness in the 
muscles and the joints. The relation between these symptoms and the 
calcareous deposits has not been satisfactorily explained. 

No reports of cases were found in which idiopathic calcinosis cutis 


coexisted with cholelithiasis or nephrolithiasis. 


LABORATORY PICTURE 

The routine blood count, urinalysis and examination of the stool 
usually give normal results. Analysis of the gastric secretion in one 
case revealed no abnormality. None of the patients in the series had a 
positive Wassermann or Kahn reaction of the blood. 

Determinations of the chemistry of the blood usually show normal 
values. Studies of the amounts of dextrose, uric acid, nonprotein nitro- 
gen and urea in the blood and of the serum albumin and globulin made 
after a twelve hour fast showed no variation from the normal values. 
The phosphatase content of the blood was slightly elevated in one case.* 

Chemical examination of the blood showed: calcium (in eleven 
cases) from 8.4 to 13 mg. per hundred cubic centimeters, with an average 
of 10.4 mg.; phosphorus (in nine cases) from 2.2 to 6.35 mg., with an 
average of 3.98 mg., and cholesterol in six cases) from 108 to 270 
mg., with an average of 175.1 mg. 

Roentgenologic investigations revealed that the tumors are radio- 
paque and are composed of a number of small masses which coalesce 
in an irregular manner. The tumors are definitely located in the soft 
tissues, and one may demonstrate their mobility by manipulating them 
while performing a fluoroscopic examination. The bones show no evi- 
dence of decalcification. The masses vary from 1 mm. in diameter. 
\ tumor over the right thigh in case 2 measured 95 mm. in diameter 
on the roentgenogram. 

PROGNOSIS 

The outlook for long life in cases of calcinosis cutis is excellent. 
The tumors do not undergo malignant degeneration, nor does the 
process extend into the deeper structures of the body. Progress of 
the disease is slow, and the patient may live for a long period with but 
little discomfort. The spread may be rapid at the onset but is usually 
comparatively quiescent thereafter. In several instances apparent cures 
have been obtained. 
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TREATMENT 

A large number of therapeutic agents have been employed in treat- 
ment of the disease. Most of them have been ineffectual, including 
thyroid substance, antuiterior pituitary extract, parathyroid extract, 
tissue extracts, roentgenization of the endocrine organs, sympathectomy, 
surgical removal of the tumors, a purine-free diet with a low fat con- 
tent, and local diathermy. 

However, encouraging results have been obtained by other measures. 
Ammonium chloride therapy definitely increased the output of calcium 
in one case reported by Bauer, Marble and Bennett.’ Kennedy *° ap- 
parently cured one patient by the use of a ketogenic diet. Neither of 
these cases was included in the present series, as in the first a calcium 
cast of several of the muscles had been formed, while in the second 
the tendons were also involved. Craig and Lyall"! secured remarkable 
results in one patient by oral administration of 2 Gm. (30 grains) of 
di-sodium phosphate three times a day. Jacobowitz '* reported a cure 
following an attack of erysipelas in a patient who had not responded 
to treatment with a ketogenic diet and the ingestion of di-sodium 
phosphate. 

In view of what has been said before, a diet with a low calcium and 
a low vitamin D content appears to be indicated. An acidifying agent 
and phosphorus administered orally aid in elimination of calcium deposits 
from the body. Di-sodium hydrogen phosphate furnishes both items 
and on theoretical grounds should be given a trial. The possibility 
of using artificial hyperpyrexia should also be considered. 

Symptomatic treatment, including drainage of abscesses and surgical 
removal of troublesome hypodermoliths, is also recommended. 


REPORT OF CASES 


Case 1.—Mrs. M. H. was a white widow 63 years of age. Except for a mild 
attack of diphtheria in 1898 and influenza in 1918, she was in good health until 
1922. At that time she noted slight pain in the back of the neck and mild 
stiffness of the lower extremities. She visited Dr. Herbert Moffitt in San 
Francisco and was hospitalized for six days for observation. The findings, 
including the results of roentgenographic and fluoroscopic examinations, were 
normal. 

During the latter months of 1923 Mrs. H. first noted a lump in each buttock. 
The lumps caused her no discomfort. Dr. D. Mclean, in Carson City, Nev., 
removed them surgically and sent them to the Stanford University Hospitals, in 


10. Kennedy, R. L. J.: Calcinosis: Presentation of a Case, Proc. Staff Meet., 
Mayo Clin. 7:329 (June 8) 1932. 

11. Craig, J., and Lyall, A.: Calcinosis Universalis: Suggested Method of 
Treatment, Brit. J. Child. Dis. 28:29 (Jan.-March) 1931. 

12. Jacobowitz, H.: Transient Calcinosis Universalis, Ztschr. f. Kinderh. 
§3:597 (Oct.) 1932. 
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Francisco, for examination. No clinical or pathologic diagnosis was made 
that time. As the symptoms previously mentioned persisted, the patient visited 
ther physician and was told that she had “rheumatic gout.” The physician 

rescribed a number of medicines to be taken internally, including cod liver oil. 
ijowever, the patient took less than one pint of that preparation. 

She failed to improve; so in 1929 she visited Dr. James Thom, also of Carson 
City. In the meantime a number of hard tumors had developed in the hips and 
on the tips of the fingers. The ones on the fingers were somewhat painful, and 
the patient poulticed them, causing them to discharge creamy material, which 
hecame hard on drying. Dr. Thom sent the patient to Dr. C. E. Piersall, in 
Reno, Nev., who took a series of roentgenograms and four years later reported 
his findings.1 He treated her with roentgen rays over the thyroid and parathyroid 
elands and felt that he had arrested the process to some extent. 

Since 1929 new lumps had appeared on the right hip and in both popliteal 
fossae. The other lesions had slowly grown, and several of them had broken 
through the skin and discharged a portion of their contents. 

In 1934 the patient suffered a nervous breakdown when her husband died. At 
that time she was hospitalized for one and one-half months. 


On Aug. 15, 1935, she was admitted to the Los Angeles County Hospital 
with an inflammatory fluctuant mass over the left sacro-iliac region. Her tempera- 
ture was 101 F. by mouth. The rate of her pulse was 120 per minute and of her 
respiration, 28 per minute. The mass was incised, and about 10 cc. of creamy 


pus was removed. 

A consideration of the patient’s history revealed that there had been no over- 
exposure to sunlight. There was no history of trauma or fracture of a bone 
preceding the onset of the condition. The patient disliked fats and so had been on 
a diet with a low fat content for many years. There were no symptoms suggestive 
of a pathologic change in the gallbladder or of renal calculi. The patient passed 
through the menopause in 1919. 

Physical examination revealed a very thin, gray-haired woman looking mod- 
erately ill. The skin was warm, moist and pale. There was considerable wasting 
of the subcutaneous tissue, and the skin in general was inelastic. A few shotty 
cervical and inguinal lymph nodes were palpable. The head and neck were 
normal except for an arcus senilis and for the fact that few of the teeth were 
present. The heart was not abnormal, and the lungs were clear. The systolic 
blood pressure was 150 mm. of mercury, and the diastolic pressure was 80 mm. of 
mercury. The abdomen was scaphoid, but no organs could be palpated within 
it. The peripheral arteries were not appreciably sclerotic. A number of large 
varicosities were present on both legs. There was no limitation of motion in 
any of the joints of the extremities. 

The patient’s hands presented an unusual picture (fig. 1). A nodule, covered 
by a yellowish-white crust, was present on the tip of each finger with the exception 
of the right little finger. A definite sinus was present on each finger from which 
the nodule had discharged a creamy substance when the patient had poulticed it. 
A hard nodule was noted on the dorsum of the right ring finger. Roentgenographic 
examination showed that the nodules varied from 2 to 18 mm. in diameter. In 
the left axilla was a large radiopaque mass, which measured 49 mm. in diameter, 
with a number of smaller lesions (from 2 to 18 mm. in diameter) grouped around 
it. There were two large masses (32 and 36 mm. in diameter, respectively) 
bilaterally over the sacro-iliac joints. The one on the left was red, warm, tender 
and fluctuant. The largest mass was over the right trochanter and measured 58 
mm. in diameter. A mass over the left trochanter was 45 mm. in diameter. A 
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tumor 30 mm. in diameter could be felt superficial to the right ramus of the pubis, 
A number of smaller masses were present in both thighs and in both popliteal 
spaces. These varied from 2 to 18 mm. in diameter. Roentgenologic studies 
revealed that each of the masses was composed of innumerable smaller ones. 
The urine showed no evidence of renal pathologic change. The stool was 
formed and was microscopically and chemically normal; 1.9 per cent of the dry 














Fig. 2 (case 1).—Visible tumors in the sacro-iliac region, over the trochanters, 
in the left thigh and in the popliteal spaces. 


weight of the feces was found to be calcium. The basal metabolic rate was + 6 
per cent. The Wassermann and the Kahn reactions of the blood were negative. An 


analysis of the gastric contents showed a free hydrochloric acid content of 38 
degrees and a total acid content of 65 degrees. 
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[he hemoglobin content of the blood was 74 per cent (Sahli), and there were 
290,000 red blood cells per cubic millimeter. The color index was 0.97. The 
ite blood cell count was 8,100 per cubic millimeter, and the differential count 

ved: polymorphonuclear leukocytes, 70 per cent; lymphocytes, 20 per cent; 
monocytes, 9 per cent, and basophils 1 per cent. A stained smear revealed slight 

isocytosis. The rate of sedimentation was rapid, twenty-five minutes being the 
ne necessary for the line of demarcation to reach the 18 mm. mark. 

Chemical examination of the blood showed: calcium (on three occasions), 
10.8, 10.9 and 11 mg., respectively, per hundred cubic centimeters; phosphorus, 
29 mg.; cholesterol, 166 mg.; uric acid, 2.6 mg.; sugar, 90 mg.; nonprotein 
nitrogen, 24 mg.; serum albumin, 3.8 mg., and serum globulin, 3.2 mg. The 
carbon dioxide-combining power of the plasma was reported as 59 volumes per 


cent, All determinations were made with a specimen of blood taken after a twelve 


hour fast. 

A nodule on the left thigh’ was removed for study. It was fixed in a diluted 
solution of formaldehyde U.S.P. (1:10) and stained with hematoxylin and eosin. 
Microscopic examination showed the epidermis to be normal. The superficial 
portion of the corium contained a few lymphocytes. The deeper layers were 
characterized by marked lymphocytic infiltration, slight fibrosis, the presence of 
a few giant cells and of a number of calcified deposits formed by the coalescence 
of smaller masses, some of which were barely visible, and slight edema. The 
vessels were not sclerotic. 

According to Piersall,! the composition of a nodule taken from the patient was: 
calcium phosphate, 80.15 per cent, and calcium carbonate, 21.97 per cent. 

The purulent material removed from the suppurative lesion on the back con- 
tained numerous staphylococci (Staphylococcus aureus). Its calcium content was 
14.9 Gm. per hundred grams of dried pus. 

Further roentgenologic investigations revealed changes characteristic of hyper- 
trophic arthritis of the sixth and seventh cervical vertebrae. Cholecystography 
revealed a normally functioning gallbladder, with no cholelithiasis. No renal 
stones were seen in a roentgenogram of the abdomen. 

During the patient’s stay in the hospital the mass over the left trochanter 
broke open and drained. On Aug. 31, 1935, treatment with 6 Gm. (90 grains) of 
di-sodium hydrogen phosphate daily and a fat-free diet with a low calcium 
content were instituted. The patient was discharged from the hospital on Sept. 
11, with no apparent change in her underlying condition. 

Case 2.143—Miss G. V. R. was a white single woman aged 20. At the age 
of 15 she had an attack of “nephritis” and was confined to a rest home for four- 
teen months. During that period she first noticed stiffness of her hands and 
arms, and soon afterward she found an area of increased density and discolora- 
tion of the skin on the lateral aspect of the right thigh. This area was situated 
about half-way between the anterior superior spine of the ilium and the knee. 
Within the next two months small subcutaneous masses developed in the left 
thigh and in the gluteal region. Except for the formation soon afterward of a 
small mass above the left iliac crest, her condition did not progress to any great 
extent during the next four years. 

She came to Los Angeles from British Guiana at the age of 5 years. There 
was no history of trauma or of excessive intake of vitamins preceding the onset 


of her condition. No symptoms suggestive of calculus of the kidney or of the 


13. This case is presented by permission of Dr. C. A. Wright. 
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gallbladder were described by the patient. She had no symptoms of Raynaud 


disease. Her menstrual history was normal. None of the lesions ever dis 
charged its contents through the skin. 

Physical examination revealed nothing abnormal except the subcutaneou 
masses. On the lateral aspect of the right thigh was a hard plaque that on 
roentgenologic examination measured 95 mm. by 40 mm. The skin over it was 
hard, dry and atrophic. Unfortunately, the patient refused to permit removal of 
tissue from this area for biopsy. The tumor was firmly fixed to the skin but was 
freely movable on the underlying soft tissue. A number of small hard areas 














Fig. 3 (case 2).—Infiltrated plaque on the right thigh, with discoloration and 
atrophy of the skin. Calcareous deposits lie under the depressed areas on the 
left thigh. 


could be palpated in the left thigh and in the buttocks. Except for slight depres- 
sion of the skin, no change was visible in these areas. A similar nodule was 
present over the left iliac crest. Roentgenologic examination showed that the 
tumors were composed of a number of smaller calcified nodules. 

The blood count and the urinalysis revealed no abnormal findings. The Was- 
sermann and the Kahn reaction of the blood were negative. Roentgenologic studies 
of various parts of the body, including the skull, the kidneys, the chest and 
the lower two thirds of the legs, showed no abnormality. 








EPSTEIN—IDIOPATHIC CALCINOSIS CUTIS aa 


[he chemistry of the blood has been observed since July 1933. Chemical 
rmination has shown: calcium (on seven occasions), from 7.9 to 12 mg. per 
ndred cubic centimeters of blood taken after a twelve hour fast, with an 
rage of 10.2 mg.; phosphorus (on seven occasions), from 3.2 to 4.8 mg., with 
average of 4 mg.; diffusible calcium, 5.6 mg.; cholesterol, 178 mg., and sugar, 
} me. The response to the dextrose tolerance test was within normal limits. 
he albumin-globulin ratio of the serum was 3.4 to 2.8. 

The basal metabolic rate was determined on three occasions and averaged 

11 per cent. 

A nodule was excised from the tissue just above the left iliac crest. This was 
fixed in a diluted solution of formaldehyde U. S. P. (1:10) and stained with 
hematoxylin and eosin. The epidermis was normal, but a few lymphocytes could 
be seen in the upper layers of the corium. The collagen fibers in the lower por- 
tion of the corium were somewhat edematous. A number of small homogeneous 
masses were scattered through the lower part of the corium. Each mass was 
obviously formed by the coalescence of smaller concretions, some of which were 
barely visible. There was some increase in fibrous tissue, and moderate infiltra- 
tion of lymphocytes was present in the areas in which the calcium was being 
deposited. A few giant cells were noted. 

Parathyroid extract was the main therapeutic agent employed. A dose of as 
high as 40 minims (2.4 cc.) given twice a week by hypodermic injection was 
used. Other therapy included local applications of diathermy, a diet with a low 
calcium content, a ketogenic diet, a high caloric diet and administration of thyroid 
substance, cod liver oil, viosterol, calcium lactate by mouth, antuitrin and pills 
of ferrous carbonate. 

After two years of treatment the patient’s condition was essentially un- 
changed. 

SUM MARY 


Two cases of idiopathic calcinosis cutis are reported in detail. 


The etiology, the pathology, the clinical and the laboratory picture, 


the prognosis and the treatment of calcinosis cutis as revealed by a 
study of these two cases and of sixteen cases from the literature are 


briefly discussed. 
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FOLLICULITIS DECALVANS ET LICHEN SPINULOSUS OF LITTLE 
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NEW YORK 


In 1919, I presented at a meeting of the Manhattan Dermatological 
Society a 45 year old woman who had a pruriginous eruption on her 
body of about three months’ duration. The following were the char- 
acteristic features of the disease: There were lesions of lichen planus 
scattered on the arms, face, neck and trunk. Many of the lesions sub- 
sided rapidly, leaving brown pigmentation in their place. The pig- 
mented areas soon became depigmented and atrophic. Another group 
of lesions, in the same locations and intermingled with those of lichen 
planus, consisted of hemispherical pink or reddish papules, each with 
a horny plug, which was from yellowish brown to almost black. It is 
remarkable that this case as well as one of the two to be reported and 
several of the cases reported as instances of folliculitis decalvans and 
lichen spinulosus was characterized by an exaggeration of the lesions, 
with pigmentation and atrophy in the region surrounding the ears. The 
flat papules had the microscopic structure of lichen planus—increase of 
the granular layer, destruction of the basal layer and circumscribed 
lymphocytic infiltration of the upper layers of the cutis. Many pig- 
ment cells were noted in the cutis. The acuminate papule showed a 
dilated follicle with a horny plug and was surrounded by a well defined 
infiltration of lymphocytes. The resulting atrophic lesions showed 
changes not unlike those of white spot disease—atrophy of the epithe- 
lium, sclerosis of the collagen, and degeneration, fractioning and dis- 
appearance of the elastic tissue. There were a number of white, hard, 
shiny papules on the inner surface of both cheeks. There were no 
lesions on the scalp, and this might have been one of the reasons that 
I did not commit the error of considering this condition, as others 
did before me, folliculitis decalvans et atrophicus. 

The case was reported under the title “Lichen Planus et Acuminatus 
Atrophicans” in 1922.1. The title was chosen because it was descriptive 
of the clinical and pathologic observations. It was not intended to 


1. Feldman, S.: Lichen Planus et Acuminatus Atrophicans: Lichen Plan 
Atrophicus, Lichen Plan Sclereux, Hallopeau; Lichen Ruber Planus Keloidiformis, 
Pawlow; Lichen Planus Morphoeicus, Crocker; Lichen Albus, Zumbush, Arch. 
Dermat. & Syph. 5:102 (Jan.) 1922. 








FELDMAN—LICHEN PLANUS 379 


vey the impression that the conditions had any relation to lichen 

minatus of Kaposi, which term has been dropped from dermatologic 

menclature. 

REVIEW OF THE LITERATURE 

In 1915, Graham Little presented a patient at a meeting of the 
dermatologic section of the Royal Society of Medicine.? His patient 
stated that ten years prior to presentation there was an inflammation 
of the scalp, which was accompanied by severe itching and a voluminous 
loss of hair. The symptoms had continued in a milder degree for five 


vears. After that, there was another attack of acute inflammation of 


the scalp, with a severe loss of hair. At the time of presentation, the 
patient had numerous areas of atrophy and alopecia of the scalp and 


an eruption of horny follicular papules on the body, which had a strong 
resemblance to lichen spinulosus. The hair had also fallen out from 
the axillae, but there was no visible atrophy. Dr. Little interpreted 
the atrophic condition of the scalp as due to folliculitis decalvans in spite 
of the fact that the only points in common between this condition and 
folliculitis decalvans were the atrophy and alopecia. He overlooked the 
fact that at no time had his patient showed any evidence of follicular 
pustules, which, according to Quinquaud,® who originally described 
folliculitis decalvans, are essential for a diagnosis of that disease. Most 
of the men who subsequently came in contact with similar conditions 
followed the lead of Graham Little and called them folliculitis decalvans 
and lichen spinulosus. 

In the same year, Dore* reported the case of a patient who had 
numerous small patches of alopecia on the scalp of two years’ dura- 
tion. The patches were atrophic and depressed, but there was no 
evidence of inflammation. On the body, there was a follicular eruption 
of nine weeks’ duration which was indistinguishable from lichen spinu- 
losus. There were minute scattered spinous, acuminate lesions. A few 
papules were larger, red and excoriated. No microscopic examination 
was made in this case, nor did the author mention the presence of 
papules of lichen planus or pigmentation. 

In 1915, Wallace Beatty ® reported a similar case and stated that 
the lesions on the scalp resembled those of folliculitis decalvans, while 
those on the body were typical of lichen spinulosus, although they were 
of a coarser type. The hair began to fall out ten years previously, and 


2. Little, E. G.: Folliculitis Decalvans et Atrophicans: Case Report, Brit. J. 
Dermat. 27:183, 1915. 

3. Quinquaud, E.: Folliculite destructive des régions velues, Bull. et mém. 
Soc. méd. d. hép. de Paris 5:395 (Aug.) 1888. 

4. Dore, S. E.: Lichen Spinulosus et Folliculitis Decalvans: Case Report, 
Brit. J. Dermat. 27:295, 1915. 

5. Beatty, Wallace: Folliculitis Decalvans et Lichen Spinulosus, Brit. J. 
Dermat. 27:331, 1915. 
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at the time of presentation the patient was almost universally bald. The 
eruption on the body appeared only in 1915. The skin, not excepting 
that of the scalp, was rough and felt like a nutmeg grater. There were 
papules with horny plugs in both locations. The papules were from 
pink to brownish, and the horny plugs were brownish. The distribu- 
tion was around the ears, the neck, the upper extremities, the buttocks, 
the knees and the ankles. <A description of the biopsy specimen was 
not satisfactory. 

The next case to be reported was that of Ormsby,® in 1920. The 
patient had typical white bald spots on the scalp, several of which were 
erythematous and covered with crusts. On removal, the crusts were 
seen to contain keratotic follicular plugs on their under-surfaces. On 
the face, in front of the ear, was a mild atrophic patch in which many 
keratotic follicles appeared and about which there was a brownish pig- 
mentation. On the forearms and on the trunk were papules, both 
discrete and grouped, some of which were the size of millet seed and 
were reddened. The surface was rough and felt like a nutmeg grater. 
Many of the papules were brownish. 

A case in which the eruption was similar was reported by Senear’ 
in 1920. There were definite follicular pustules and the condition was 
probably true folliculitis decalvans in a patient who had at the same 
time follicular keratosis of the body, probably due to arsenic medica- 
tion. This case has nothing to do with the condition under discussion. 

In June 1921, Graham Little * presented another patient at the Royal 
Society of London. This patient had atrophic patches on the scalp and 
a typical eruption of lichen spinulosus on the body, the latter being 
particularly marked behind the right ear. There were lesions on the 
side of the tongue and on the buccal mucosa, which were variously 
diagnosed as lichen planus or leukoplakia. At the same time, there was 
a scattered eruption of papules of lichen planus on the body. In his 
later writings, Graham Little stated that at that time he already began 
to suspect that the entire condition might be a variety of lichen planus. 

In addition to the fact that except Senear’s patients, none of those 
whose condition was reported as lichen spinulosus and _ folliculitis 
decalvans had any follicular pustules, which is the only certain and 
characteristic symptom of that disease, each patient had on the scalp 
dilated follicles which were filled with horny plugs. These lesions were 
identical with those found on the body. It appears that the difficulty 


6. Ormsby, O. S.: Folliculitis Decalvans and Lichen Spinulosus, Arch. 
Dermat. & Syph. 1:471 (April) 1920. 

7. Senear, F. E.: Folliculitis Decalvans and Lichen Spinulosus: A_ Clinical 
Combination, Arch. Dermat. & Syph. 2:198 (Aug.) 1920. 

8. Little, E. G.: Lichen Spinulosus et Folliculitis Decalvans, Proc. Roy. Soc., 
London 14:67, 1921. 
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ountered in connecting the lesions on the scalp with those on the 
y was caused by the atrophic patches on the scalp. In reality, the 
ficulty was only apparent, for the falling of the hair of the axillae 
the case reported by Graham Little and the almost universal baldness 
the case reported by. Beatty indicate nothing else than atrophy, 
though so slight that it was not visible to the naked eye. It is unfor- 


tunate that microscopic examination kad either been omitted in these 


cases or was inadequate; otherwise the error in the interpretation of 
the nature of the condition would have been avoidable. The difficulty 
of connecting the lesions in the scalp with those of the body, however, 
should be nonexistent in the case reported by Ormsby, as he mentioned 
atrophy in front of the left ear, which is a nonhairy region, and for 
that reason the atrophy could not be blamed on folliculitis decalvans. 
The unity of the lesions of the scalp with those of the body in that 
case 1S apparent. 

Those reporting the aforementioned cases, except Graham Little and 
me, made no mention of any lesions of lichen planus. They all spoke 
of lichen spinulosus. To my way of thinking, there is nothing in lichen 
spinulosus either clinically or microscopically which serves to distin- 
guish it from other conditions which are characterized by the presence 
of horny acuminate papules. The one tangible thing that is left as a 
basis for diagnosing this condition is its clinical course, as described 
by Radcliff Crocker,’ who said that the disease occurs acutely in crops 
of conical papules, grouped in patches which are symmetrically dis- 
tributed. This, coupled with the statement by Crocker and Fox '° that 
lichen spinulosus is a disease of childhood, impels one to look for an 
explanation of this symptom complex elsewhere than in lichen spinu- 
losus, for the cases reported were all in adults and the condition did 
not run the classic course of lichen spinulosus. On the other hand, 
there were certain symptoms present in all cases which point in a 
definite direction. 

The first intimation of the nature of the condition was furnished 
by the case reported by Beatty, who said that some of the papules were 
brownish. Similarly, in Ormsby’s patient, in front of the ear there was 
a mildly atrophic patch in which many keratotic follicles appeared and 
about which there was a brownish pigmentation. Atrophy does not 
occur in lichen spinulosus, nor is pigmentation encountered in that dis- 
ease. On the other hand, pigmentation is a part of lichen planus. 

The second case of Graham Little leaves no doubt about the char- 
acter of the condition. The patient not only showed all the symptoms 
found in the previously reported cases—atrophic patches, spinous 

9. Crocker, H. Radcliff: Lichen Pilaris Seu Spinulosus, in Diseases of the 
Skin, ed. 3, Philadelphia, F. Blakiston’s Son & Co., 1907, p. 452. 


10. Crocker, H. Radcliff, and Fox, quoted by Adamson.2? 
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papules and follicular horny papules on the rest of the body—but hai 
papules and patches of lichen planus scattered on the body and in tly 
mouth. 

With the exception of the lesions on the scalp, the condition in my 
case had all points in common with that in the rest of the reported 
cases. The presence of atrophic patches on the scalp in no way alters 
the character of the disease, because the lesions on the scalp are a part 
of the general condition and not a separate disease. I hope to defend 
successfully this point of view by analyzing more cases from the litera- 
ture and two additional cases from my own practice. 

In 1924, Graham Little reported a third case as one of folliculitis 
decalvans et atrophicans.'' The patient had follicular keratotic lesions 
on the forearm of nine months’ duration. There were two patches on 
the scalp, one with alopecia and the other without. Little stated that 
the patient also presented a few lesions which were probably lichen 
planus. He suggested that all lesions might be explained as due to 
lichen planus. 

In 1926, Graham Little reported another case '* in which the patient 
had an eruption of only three weeks’ duration which resembled that in 
his first case except that the lesions on the body and the alopecia were 
more extensive. 

McCafferty '* described the case of a woman with an eruption of 
seven months’ duration. There were patches of atrophy on the scalp, 
dilated follicular orifices, mostly at the periphery of the atrophic patches, 
and papules with horny follicular plugs between the hairs. There were 
no pustules. Scattered all over the body were pinkish, horny papules. 
The plugs were brownish or grayish brown. There was considerable 
itching. Histologic examination showed generalized hyperkeratosis. 
The follicle was dilated and filled with a horny plug in the upper two 
thirds of its course. The granular layer of the follicle was much 
increased in thickness and prominence. In the cutis lymphocytic infiltra- 
tion formed a collar about the dilated lower portion of the follicle. There 
was also lymphocytic infiltration in the upper part of the cutis. 

McCafferty correctly reasoned that the condition in his case does 
not agree with the description of folliculitis decalvans. Neither does 
it fit in with the description of lichen spinulosus. He also logically con- 
nected the lesions of the scalp with those on the body; yet he fell short 


of arriving at a correct conclusion. Since ulerythema ophryogenes of 


11. Little, E. G.: Case Report, Brit. J. Dermat. 36:383, 1924. 

12. Little, E. G.: Folliculitis Decalvans and Lichen Spinulosus, Brit. J. 
Dermat. 38:454, 1928. 

13. McCafferty, L. M.: Folliculitis Decalvans et Atrophicans (Little), Arch. 
Dermat. & Syph. 18:514 (Oct.) 1928. 
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laenzer ‘4 in its severe form not only may involve the eyebrows and 
he upper lip but may also invade the face and the scalp and, to a 
degree, even the upper extremities, and since the condition itself is 
haracterized by a superficial follicular keratosis, McCafferty stated that 
the condition might be generalized ulerythema ophryogenes. However, 
that disease is essentially folliculitis with horny plugs situated super- 
ficially in the mouths of the follicles, while in the case described by 
\eCafferty the horny plugs reached down to the lower third of the 
follicle. The massed collections of lymphocytes in the upper part of 
the cutis, the circumscribed lymphocytic infiltrations about the hair fol- 
licles and the hypertrophy of the granular layer of the follicle point 
to the similarity of the condition in this case with that in the two | 
report here, which has no resemblance to ulerythema ophryogenes. 

There are several other cases which should be mentioned. Walzer,'® 
in 1928, reported a case of a woman who had spiny follicular, pink 
lesions on the body and “scars” with scattered horny follicular lesions on 
the scalp. The diagnosis was lichen spinulosus and folliculitis decalvans. 
\Valzer expressed the opinion that the patient had two distinct diseases 
and that the presence of the spines had no pathologic significance 
because they were present in a number of other diseases. 

Following this, Graham Little reported two more cases, one that of 
a woman aged 52, presented at a meeting of the dermatologic section 
of the Royal Society of London. There were areas of atrophy on the 
scalp, and there was still some follicular inflammation, with horny 
plugs. There was nearly complete alopecia and atrophy of the skin of 
the mons veneris. An eruption of typical papules of lichen planus was 
present in the mouth. During the preceding eighteen months, there 
had been a generalized eruption of horny papules on the body. 

The last case of Graham Little was reported at the Royal Society 
of London in May 1930. The patient was a woman who had a loss of 
hair eight months prior to her visit. Three months after the eruption 
appeared on the scalp, lesions began to develop in the pubic region, and 
from there the eruption spread all over the body. When presented, she 
had large patches of atrophy on the scalp, with definite remains of 
follicular horny lesions, and also patches of atrophy and alopecia in 
the hairy regions of the axillae and the pubis. The eruption on the 
body was predominantly acuminate, but there were some definite lesions 
of lichen planus as well. There were no lesions on the buccal mucosae. 


14. Taenzer, P.: Ueber das Ulerythema ophryogenes, Monatsch. f. prakt. 
Dermat. 8:197, 1889. 


15. Walzer, A.: Folliculitis Decalvans and Lichen Spinulosus, Arch. Dermat. 
& Syph. 18:967 (Dec.) 1928. 
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A description of these two cases was included in an article by Lit 
tle *® in which he definitely connected all his reported cases of so-calle 
folliculitis decalvans and lichen spinulosus with lichen planus. He 
stated that Adamson and others had suggested that lichen spinulosus 
in an adult is to be regarded as a form of lichen planus. 

In 1931, Traub and Tolmach '* described a case in which there was 
loss of hair in small patches, which were scattered all over the scalp. 
Two patches were situated on each cheek, one of them showing atrophy 
and pigmentation. On the trunk, there were spinous follicular lesions 
and small rounded patches of lichen planus annularis, which had a 
tendency to clear up, leaving pigmentation. About the axillae and in 
each flank there was a profuse eruption of slightly elevated, deeply 
pigmented, brownish-black lesions. Some of the scattered lesions dis- 
tinctly resembled lichen planus and lichen planus annularis, and the 
pigmentation which followed fitted in with the conception these authors 
had of lichen planus. Yet they regarded the lesions on the body as 
lichen spinulosus and expressed the opinion that the occurrence of the 
lesions in the scalp with the follicular papules on the body was merely 
coincidental. On closer analysis, the symptoms shown by this patient 
were unmistakably identical with those of the patient whose condition 
I described in 1922, the only difference being the absence of lesions 
from the scalp. It is unfortunate that the biopsy was reported as 
unsatisfactory and that nothing could be learned from the description 
of the specimen. 

The aforementioned patient was presented at the New York Derma- 
tological Society.'* In the discussion of the condition there was general 
agreement with the diagnosis of folliculitis decalvans, except that some 
thought that the lesions on the body were due to lichen spinulosus, 
while others thought that keratosis pilaris was a more likely diagnosis. 

At the May 1935 meeting of the dermatologic section of the Acad- 
emy of Medicine, Traub again presented a woman with atrophic lesions 
on the scalp and papules with horny plugs between the atrophic lesions. 
There were no lesions on the body; yet it appeared to me that the erup- 
tion was true lichen planus et acuminatus atrophicans, except that the 
lesions were limited to the scalp. The biopsy showed a dilatation of the 
follicle, which was filled with a horny plug. There was a well circum- 
scribed infiltration about the follicle. The granular layer, however, did 


not show any evident increase in thickness. To my mind, even this 


discrepancy does not warrant another diagnosis. 


16. Little, E. G.: An Undescribed Variety of Lichen Planus, Dermat. Wchn- 
schr. 91:1203, 1930. 

17. Traub, E. F., and Tolmach, J. A.: Folliculitis Decalvans and Lichen 
Spinulosus: Report of a Case, Arch. Dermat. & Syph. 24:101 (July) 1931. 

18. Traub, E. F.: Folliculitis Decalvans and Lichen Spinulosus, Arch. Dermat. 
& Syph. 22:583 (Sept.) 1930. 
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In addition to the cases already described, several others were re- 
ted in the literature: one case each by Bechet '® in 1932, Gross,”° 
1934, and Zurhelle and Beijerinck *! in 1934. These cases were 
ported under various headings, all of them leaning toward a diagnosis 
folliculitis decalvans. 
From the number of cases found in the literature, one can surmise 
that the disease is by no means rare and it is likely that many cases 


remain unreported. 


In the following cases from my own practice the condition pre- 
sented all the features of that in my first case, and in addition there 
were the typical lesions on the scalp which have up to the present been 
erroneously diagnosed as folliculitis decalvans. 


REPORT OF CASES 


Case 1.—At a meeting of the Bronx Dermatological Society 22 in April 1932, 
| presented a patient (fig. 1), W. F., 62 years old, who stated that his lesions 
were of five months’ duration. The condition started with a “roughness of the 
skin, which soon felt like a file.” The lesions on the scalp appeared simultaneously 
with those on the body. After four or five weeks, he gradually began to lose his 
hair. There was no thinning, but the hair came out in bunches. 

Aside from the usual diseases of childhood, he had had no serious illness. 
His family history was unimportant. He had no history of venereal disease. 
The blood and urine were normal, and the Wassermann reaction was negative. 

Examination—The patient was found to be well nourished and in apparent 
good health. He presented round or oval patches on the scalp, ranging in size 
from that of a dime to that of a quarter of a dollar. These areas were devoid of 
hair, and their surface was slightly depressed below that of the normal scalp, and, 
although there were no wrinkles and the skin was stretched, the area was definitely 
thinner than the normal scalp and was atrophic. Dilated follicular orifices were 
to be seen at the periphery of the atrophic patches. Farther toward the periphery, 
but still in the bald area, the skin was very rough and felt like a nutmeg grater. 
The scalp was not clinically atrophic in this zone, but it was devoid of hair and 
the follicles were provided with pointed horny plugs, which were yellowish gray. 
In the portions of scalp between the patches of alopecia the hair was practically 
normal in amount. Rough horny plugs could be felt between the hairs where the 
scalp was apparently normal. 

On the anterior and posterior aspects of the trunk, particularly between the 
shoulder blades and in the lumbar region, and on the arms, thighs and inguinal 
regions, there was an eruption of discrete acuminate papules and patches made up 
of the same lesions. For the most part the color was that of the normal skin, 


19. Bechet, P. E.: Folliculitis Decalvans et Atrophicans, Arch. Dermat. & 
Syph. 26:1158 (Dec.) 1932. 

20. Gross, P.: Folliculitis Decalvans et Atrophicans (Little), Arch. Dermat. 
& Syph. 29:752 (May) 1934. 

21. Zurhelle, E., and Beijerinck, C. W.: Lichen Spinulosus et Folliculitis 
\trophia Sycosiformis Capillitii, Dermat. Wehnschr. 98:1, 1934. 

22. Feldman, S.: Lichen Planus et Acuminatus Atrophicans, Arch. Dermat. & 
Syph. 26:1164 (Dec.) 1932. 
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and only occasionally was the papule brownish or pinkish. Each papule possessed 


a horny plug, which was very tenacious and was removed with great difficulty, 
leaving a deep crater in the center of the papule. The color of the plugs varied 
from gray to almost black. There was brown pigmentation about the patches. 


Scattered between the groups of acuminate papules were several small oval and 
annular patches, smooth and violaceous, with hardly any scaling. Two annular 


pes | 














Fig. 1—Atrophic lesions on the scalp and spinous and pigmented lesions on 
the back. 


violaceous lesions, which clinically were typical lichen planus annularis, were 
present on the penis, one on the glans near the corona and the other on the shaft 
below the first patch. On the right buccal mucosa in the angle between the teeth 
were several shiny grayish papules and streaks typical of lichen planus. 

The hair in the axillae was normal in appearance and in amount, while in the 
pubic region it was sparse in certain locations and absent in others. 
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Jiopsy.—The section was taken from an area which clinically did not show 
atrophy but contained several papules with horny plugs. The squamous cell 
ver was slightly thickened. There was no parakeratosis. The stratum granu- 
um was normal in places and increased in others. The rete pegs appeared to be 
rter, and the papillae were flatter than normal. In several locations there was 
noticeable increase in the amount of pigment. 
In some locations there was round cell infiltration of the papillary and sub- 


papillary layers of the cutis. The cells of the infiltrate were predominantly 


lymphocytes with small round, deeply stained nuclei and a very small amount of 





Fig. 2—Photomicrograph of a section of skin, showing hyperkeratosis, a dilated 
follicle filled with a horny plug, flattened papillae, lymphocytic infiltration about 


the follicle and sclerosis of the collagen. 


protoplasm. Several plasma cells and a few fibroblasts were seen between the 
lymphocytes. In spite of the fact that the infiltration of the cutis was moderate 
in amount, the cells of the infiltrate found their way into the basal layer and into 
the lower two or three layers of the stratum Malpighii, where a considerable 
invasion took place, while individual lymphocytes were seen between the cells of 
the uppermost layers of the rete. The lymphocytic infiltration of the epidermis 
caused a disarrangement of the basal layer, so that the normal architecture was 
completely destroyed, and with it the normal line of demarcation between the 
epidermis and the cutis was wiped out. 
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The hair follicle was dilated and filled with a horny plug, which was made up 
of horny lamellae (fig. 2). The horny cells contained no nuclei. The wall of th: 
follicle appeared to be normal, except that the stratum granulosum appeared to be 
markedly increased in thickness. There was a solid infiltration about the hair 
follicle. The cells of the infiltrate were of the same character as those which made 
up the masses of cells in the papillary layer. The infiltration occurred along the 
entire length of the follicle and completely surrounded it. 

The cutis, with the exception of the papillary layer, and the zone immediately 
about the hair follicle, was poor in cellular elements and blood vessels. The 
collagenous bundles were closely packed and appeared homogeneous. No basophilic 





Fig. 3—Section stained with acid orcein and polychrome methylene blue, show- 
ing degeneration of the elastic tissue. 
collagen was found in the sections which were stained with the eosin stain. When 
stained with acid orcein and polychrome methylene blue, the elastic fibers showed 
blue-stained elastin, fragmentation and marked diminution in amount. 

Sections taken from the annular lesion showed a marked lymphocytic infiltra- 
tion in the papular layer of the cutis, lymphocytic invasion of the epidermis, 
destruction of the basal cell layer and marked lake formation, so that a lifting of 


the epidermis from the cutis took place, and there was a marked increase in the 


granular layer. 
Case 2.—L. De P., 41 years old, was presented at a meeting of the Bronx 


Dermatological Society in February 1935. He was a street cleaner, Italian by 
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An itching eruption had developed on the body about three months prior 


he presentation. He was in apparent good health, and he had no history of 


ous illness. The Wassermann reaction was negative. 
On examination the following condition was revealed: Scattered all over the 
k, but particularly numerous in the lumbar region, in the groins, on the upper 
tions of the thighs and on the forearms, were discrete acuminate papules, which 
a tendency to be arranged in lines, circles and semicircles, indicating the 
ilicular character of the lesions. The papules varied in size; some were small, 
nd their color was nearly that of the normal skin, while others were larger and 
pinkish. Practically every acuminate papule had a horny plug, which was slightly 
brownish or yellowish gray. The plug was removed with difficulty, leaving a 
gaping follicular orifice. The skin was rough to the touch. On the anterior 
-urfaces of the forearms, in addition to the spinous lesions just described, were 
several flat, angular, shiny, violaceous papules with depressed centers and small 
patches of lichen planus. Some lesions of lichen planus were found scattered 
over the trunk and the lower part of the abdomen. Over both temples and extend- 
ing almost completely around both ears there was a group of small patches of deep 
brown, almost black pigmentation, such as is usually seen after the recession of 
lesions of lichen planus. Several small patches, not more than 0.5 cm. in diameter, 
were found between the acuminate lesions on the front and the back of the trunk. 
These patches appeared to be slightly depressed, and their surfaces were wrinkled, 
possibly indicating an early stage of atrophy. Between the pigmented patches 
encircling the ears there were several small areas which were whiter than the 
normal skin and which appeared to be slightly atrophic. On the scalp, occupying 
the left parietal region, there was a large red shiny inflamed patch, which in places 
was decidedly atrophic. The major portion of the patch was devoid of hair, and 
the rest of it had only a very sparse growth. On close inspection dilated follicular 
openings were seen as well as horny plugs at the periphery of the bald spots and 

in the region in which the hair persisted. 

On Feb. 26, two days prior to presentation, most of the lesions of lichen planus 
had receded, leaving areas of pigmentation with wrinkled surfaces in their wake. 
\ number of lesions persisted, and new ones appeared. In several locations, the 
horny plugs had fallen out of the acuminate papule, and where that happened the 
papule became flatter and larger in circumference; the central area, which con- 
tained the dilated follicular orifice, was somewhat depressed, and the rim was 
distinctly raised. There was no pigmentation, but the surface of the lesion was 
smooth, violaceous and shiny. It could easily be mistaken for a minute annular 
lesion of lichen planus, except that it had a central pit. Referring to my article of 
1922, one can see in these lesions a replica of the acuminate lesion described there, 
which was undergoing evolution into an atrophic patch. 

On March 28, 1935, the patient was again presented at the meeting of the 
Bronx Dermatological Society. The reason for that was that at the previous 
presentation, in spite of the presence of lesions of lichen planus and the charac- 
teristic pigmentation, there were still some members who thought that the lesions 
were lichen spinulosus, even keratosis pilaris. At that time many lesions on the 
back had lost their horny plugs and had become pigmented, so that large areas 
where this change occurred assumed a mottled pigmented appearance. This was 
true of the lesions in the lumbar region and, to a lesser extent, of those on the 
anterior surfaces of the forearms. At this meeting the skepticism was dispelled, 
and Dr. Satenstein, after examining the biopsy specimen, agreed that the condition 
was not keratosis pilaris, lichen spinulosus or Darier’s disease, which was one of 


ae 
the diagnoses advanced. 
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Biopsy Report—The section was taken from the skin of the back and included 
several horny papules together with a small area of normal skin. The horny layer 
was increased in thickness. There was no parakeratosis. The granular layer was 
increased in some places and normal in others. The stratum Malpighii, except for 
the interpapillary projections which were sparingly present, was composed of 
about four layers. The basal layer, except where lichen planus was present, was 
normal, and the columnar cells contained a large number of pigment granules. 

Some sections were made longitudinally through the center of a hair follicle. 
The latter was found to be enormously dilated. The lumen was filled with a horny 
plug, which appeared to be a continuation of the thickened horny layer of the 
epidermis. It was composed of horny lamellae without any nuclei. In this loca- 
tion there was no evidence of the presence or of the former existence of a hair 
within the follicle. The wall of the follicle consisted of two or three layers of 
cells, which were long and flat because of compression and were placed with their 
long axis parallel with the long axis of the follicle. The nuclei were well stained, 
long and rodlike. The granular layer was unduly prominent. 

There was lymphocytic infiltration about the dilated hair follicle. This appeared 
to be slight at its upper portion. At the lower portion of the follicle the infiltra- 
tion was considerable, and it was sharply demarcated. 

In one instance, the section was made longitudinally through the follicle but not 
through its center, and the lumen was not included in the section. No horny plug 
could be seen except for a very short distance at the mouth of the follicle. The 
section showed the lymphocytic infiltration along the entire length of the follicle, 
even down to the papilla. The character of the infiltrate was the same as that in 
all locations where it occurred—there was a great predominance of lymphocytes, 
and the infiltration was sharply marked off from the surrounding structures. 


There were several short projections of the horny layer into the rete, without any 


relation to a follicle. 

In several locations there was sharply limited lymphocytic infiltration in the 
papillary and subpapillary layers of the cutis. Cells from this infiltrate invaded 
the lower layers of the epidermis and caused a complete disappearance of the basal 
layer and a disarrangement of the rete cells. There was a beginning lake forma- 
tion. Toward the periphery of the lesion the basal cells were still present, but 
they lost their shape and were ballooned, so that the usual line of demarcation 
between the epidermis and the cutis was irregular and not a straight line as is 
normal. Where the infiltration was marked, there was no pigment in the epidermis. 
On the other hand, the entire infiltrate was stippled with spindle-shaped and 
polyhedral pigment-carrying cells, chromatophores. There were also some free 
pigment granules. The rest of the infiltrate consisted of lymphocytes and a few 
fibroblasts. The entire section looked unique in that, while in the normal area the 
pigment was confined to the rete, in the infiltrated zone, which in reality repre- 
sented a lesion of lichen planus, it was completely missing in the epidermis and was 
confined to the cutis. A microscopic picture like the one described was frequently 
found in regions where clinically there were no lesions of lichen planus. One 
microscopic lesion of lichen planus occurred close to a dilated follicle which was 
filled with a horny plug and clinically represented an acuminate papule. Perhaps 
the predominance of the latter caused the lesion of lichen planus to be indistinct. 

There was sclerosis of the collagen. The fibrous bundles were closely packed 
and, except in the areas where the masses of infiltration occurred, were poor in 
cellular elements. The elastic tissue on staining with acid orcein and polychrome 
methylene blue showed blue-stained elastin and fractioning, clumping and partial 
disappearance of the elastic tissue. The section included a portion of skin which 
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ally appeared to be normal, without papules, pigmentation or depigmentation. 
h the orcein stain it showed the same changes of the elastic tissue which were 
id in the areas which clinical examination showed to be affected. 


COMMENT 
The presence of degeneration of elastic tissue in the absence of any 


demonstrable clinical change and in the absence of any other pathologic 
change indicates a very early stage of atrophy, perhaps even atrophy of a 


primary nature. However, that could be proved only by study of a sec- 


ion of skin situated remote from the affected region. This was unob- 
tainable. The condition should be regarded as occurring concomitantly 
with the other pathologic processes, but never as a secondary manifesta- 
tion or sequela. 

The interpretation of the horny acuminate papule has up to the 
present offered great difficulty. In the various descriptions of pityriasis 
rubra pilaris, lichen acuminatus, lichen planopilaris, lichen spinulosus and 
keratosis pilaris, there seems to be lacking a clear clinical or histologic 
point of differentiation between them. Even Darier’s disease, which 
has a characteristic histopathologic picture, is not infrequently mis- 
taken for one of those conditions. The greatest difficulty is encoun- 
tered when an attempt is made to differentiate lichen acuminatus from 
pityriasis rubra pilaris. To facilitate differential diagnosis, the follow- 
ing points may be advanced: Pityriasis rubra pilaris may start as a 
generalized erythroderma, and the horny papules may appear only at 
a later stage of the evolution of the disease. There may be marked 
keratosis palmaris et plantaris. Desquamation occurs commonly. There 
is a characteristic distribution of the horny acuminate papules on the 
backs of the first and second phalanges. All these characteristics are 
supposed to be lacking in lichen acuminatus. In pityriasis rubra pilaris 
there is marked hyperkeratosis, which is of primary importance. The 
increased granular layer and hyperpigmentation so characteristic of 
lichen acuminatus are absent. The infiltration of the cutis is insigni- 
ficant and is secondary in importance to the hyperkeratosis. The occur- 
rence of either clinical or histologic evidence of lichen planus in the 
same patient makes the diagnosis of lichen acuminatus certain, although 
theoretically it is possible that a patient with lichen planus may con- 
currently have some condition other than lichen acuminatus, which 
has horny, conical papules as its chief symptom. In the absence of 
lichen, an eruption of horny acuminate papules offers the greatest diffi- 
culty in diagnosis. 

The name lichen planopilaris was introduced by Pringle to denote 
a very rare condition in which lichen planus is accompanied or fol- 
lowed by an eruption of follicular papules which are indistinguishable 
from those of lichen spinulosus, there being no inflammatory redness 
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or itching. This description may easily be applied to the follicular 
papules which occasionally occur from medication with arsenic in lichen 
planus and, for that reason, has no diagnostic value. 

Lichen spinulosus, according to the classic description by Adam- 
son,** occurs chiefly in children in crops of horny filiform papules, 
symmetrically distributed over the trunk and limbs. There is little or 
no itching. There is no involvement of the corium and no round cell 
infiltration. Adamson said that lichen spinulosus in an adult usually 
means lichen planus. I should say that it may as often mean keratosis 
pilaris as lichen planus. 

Keratosis pilaris has a very insidious onset and steady progress. 
Remissions never occur. The papule has the color of the normal skin 


or is slightly gray. Lesions never occur on the scalp, in the groins or 


in the axillae; the lanugo hairs only are involved. Microscopically, the 
keratosis is limited to the hair follicle and does not extend to the sur- 
face epithelium. The mouth of the follicle is dilated; the follicle is 
deformed, and the lanugo hair is twisted and covered by a scale. There 
is no inflammatory reaction in the cutis. 

In my paper on lichen planus et acuminatus atrophicans, published 
in 1922.1 I expressed the opinion that in many cases, such as that 
reported as an instance of lichen albus by von Zumbusch,** those of 
Reiss,?> Zarubin,?® Crocker,?* Hoffman,** Ormsby,”’ Riecke,*° and 
Schwimmer *! and even the case described by Csillag *° as one of 


23. Adamson, H. G.: Lichen Planus Seu Spinulosus, Brit. J. Dermat. 17: 
39, 1905. 

24. von Zumbusch, L. R.: Lichen Albus, Arch. f. Dermat. u. Syph. 82:339, 
1906. 

5. Reiss: Ueber atrophische Formen des Lichen planus, Arch. f. Dermat. u. 
Syph. 68:137, 1903. 

26. Zarubin: Ein Fall von Lichen atrophicus, Arch. f. Dermat. u. Syph. 51: 
306, 1900. 

27. Crocker, H. R.: Lichen Planus: Its Variations, Limitations and Imitations, 
Brit. J. Dermat. 16:421, 1900. 

28. Hoffmann: Uebez einen meherere Jahre hindurch beobachteten Fall von 
Lichen sclerosus, in Neisser, A., and Jacobi, E.: Ikonographia dermatologica, 
Berlin, Urban & Schwarzenberg, 1907, pt. 4, p. 153. 

29. Ormsby, O. S.: Lichen Planus Sclerosus et Atrophicus (Hallopeau): A 
Report of Six Cases (Five New), with a Review of the Literature, J. A. M. A. 
55:901 (Sept. 10) 1910. 

30. Riecke, E. P.: Zur Kenntnis der Weissfleckenkrankheiten, Arch. f. Dermat. 
u. Syph. 99:181, 1909. 

31. Schwimmer: Lichen ruber planus atrophicus, Arch. f. Dermat. u. Syph. 
33:451, 1895. 

32. Csillag. J.: Dermatitis lichenoides chronica atrophicans, in Neisser, A., and 
Jacobi, E.: Ikonographia dermatologica, Berlin, Urban & Schwarzenberg, 1907, 
pt. 4, p. 147. 
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matitis lichenoides chronica atrophicans and my case, the condition 

closely related to if not identical with that in the cases reported 

Hallopeau,** particularly one reported by him in 1896, in which there 

definite lesions of lichen planus. 

Since the report of the first case by Hallopeau, there has been a 
ontroversy as to whether lichen sclerosus et atrophicus is a variety of 
lichen planus or an independent disease. ‘Those who have expressed the 
belief that in the cases reported by Hallopeau and similar cases reported 
hy others the condition was independent of lichen planus have pointed 
to the fact that the lymphocytic infiltration in lichen sclerosus forms a 
mantle at the margin of the sclerotic zone in the middle of the cutis and 
does not occur in the papillary and subpapillary layers, as is the case in 
true lichen planus. Darier,** in describing the pathologic changes in 
Hallopeau’s cases, expressed the opinion that these were a modification 
of those occurring in lichen planus, the reason for the lack of infiltration 
in the papillary zone being that the sclerosis and atrophy cause a disap- 
pearance of the cellular infiltrate and only a small number of cells remain 
at the margin of the sclerosed zone. 

To corroborate the opinion of Darier, Vignolo-Lutati ** reported a 
case in which there were hard, parchment-like lesions on the penis and 
scrotum and white atrophic spots and patches representing older lesions. 
\ biopsy specimen taken from the white sclerotic papule showed an 
increase in the granular layer, a marked edema of the cutis with balloon- 
like degeneration and vacuolation of the lower layers of the rete and a 
partial destruction of the basal cell layer. There was lymphocytic infil- 
tration in the papillary and subpapillary layers. He explained the white- 
ness of the papule as due to the marked edema which was present. The 
older patch, which was thinner and appeared to be atrophic, showed all 
the changes which were present in the earlier lesions, but the papillary 
infiltration had disappeared. From this he deduced that the cases in 
which lichen sclerosus was described as lacking the infiltrate in the super- 
ficial zone were instances of long-standing involvement in which the cells 
of the infiltrate had disappeared from the sclerotic zone because of the 
atrophic process. He expressed a belief in the identity of the condition 
in all these cases. 

Riecke *° expressed the same opinion as Vignolo-Lutati. He cited 
Csillag’s report of a case in which there were white papules with hyper- 
keratotic plugs in the hair follicle. Some papules healed without leav- 
ing any permanent changes in the skin, while others ended in atrophy. 


33. Hallopeau, H.: Du lichen plan et particulierment de sa forme atrophique, 
Union méd. 43:729, 1887; Lichen plan scléreux, Ann. de dermat. et syph. 10:447, 
1889; Sur un noveau cas de lichen plan atrophique, ibid. 7:57, 1896. 

34, Darier, J.: Lichen plan scléreux, Ann. de dermat. et syph. 3:833, 1892. 

35. Vignolo-Lutati, K.: Ueber den sogenannten Lichen albus von Zumbusch, 
Dermat. Wehnschr. 54:661, 1912. 
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In the early papule, there was infiltration in the upper part of the cutis, 
while in the older lesions it was present in the middle layer of the cutis 
at the periphery of the zone of sclerosed collagen. 

There is a representative group of writers who hold an opinion con- 
trary to the one just expressed and consequently contrary to that of 
Darier and of Hallopeau himself, who regarded the condition in his cases 
as a modification of lichen planus. Some of the arguments advanced in 
opposition to those views are forceful. The observations on which that 
opinion is based are those in the cases in which the papule is white from 
the start, or apparently so, and in which the pathologic changes resemble 
those of scleroderma rather than those of lichen planus. On the other 
hand, if that point of view is accepted, all eruptions must be separated 
from this group which are in all respects like those in question, but which, 
in addition, present definite papules of lichen planus, as, for example, 
that in Hallopeau’s second case and in many others since reported. 

This is actually done by some. They explain the difference between 
sclerotic and atrophic lichen by assuming that there are two forms of 
lichen atrophicus, a primary form, in which the lesion is white from 
the start, and a secondary form, in which the atrophy follows ordinary 
lichen planus. 

This point of view would serve a definite purpose if it could be proved 
that in all cases in which the condition starts with a chromatic papule the 
atrophy is a secondary process, but that is not a proved fact. While there 
may be cases of lichen planus with secondary atrophy, there are also 
cases, perhaps by far the larger number, in which the atrophy is con- 
comitant with and even precedes the papule of lichen planus. 


On this point the opinion expressed by Alexander ** coincides with 
mine. He described a case in which the patient had had lesions typical 
of lichen planus with pigmentation at the periphery and changes typical 
of lichen sclerosus in the center. The biopsy revealed typical lesions of 
lichen planus, in addition to degeneration of the elastic tissue. The 
degeneration of the elastic tissue extended into the normal zone outside 
the lesions. Precisely the same condition was noted when sections were 
examined under the microscope in a specimen from the lesion in the 
second case herein reported. I am confident that no one will regard the 
condition in that case or in the one described by Alexander as atrophy 
secondary to lichen planus, since it is evident that the degeneration of 
the elastic tissue preceded any other lesion. As to the reason for the 
atrophy, it would be fair to assume that the reason for the occurrence 
of the atrophic form of lichen planus is the presence of that disease 
in a person who is predisposed to cutaneous atrophy in general. 


36. Alexander, A.: Der Lichen sclerosus, Arch. f. Dermat. u. Syph. 121:925, 
1916. 
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In my paper of 1922, I pointed out the clinical similarity of the con- 
tion in my cases with that in the cases of Hallopeau, in that there were 
large atrophic patches which were studded with follicular plugs or dilated 
licles at the site of former plugging. This is apparently a constant 
occurrence in all cases so far grouped under the general heading of the 
itrophic lichens, as well as all cases reported as instances of folliculitis 
lecalvans and lichen spinulosus. 

In spite of the opinion of Hallopeau, who reported the first few 
cases and named the disease, there are some writers who think that 
follicular plugging is not an essential characteristic of lichen sclerosus. 
It appears that the presence of follicular plugging was the stumbling 
block to a number of presenters who attempted to make their cases fit 
a certain classification. In that manner Walzer,’® in an attempt to 
reconcile the condition in his case with folliculitis decalvans, stated that 
the condition of his patient—atrophy and follicular plugging on the head 
and papules with horny plugs on the body—was due to two entirely 
distinct diseases—folliculitis decalvans and lichen spinulosis, and also 
that the presence of follicular plugging in his cases had no pathologic 
significance. 

Nomland ** said that much attention was formerly placed on follicular 
plugging. This overemphasis on follicular plugging as a diagnostic point 
has undoubtedly caused considerable difficulty; yet it has no clinical 
significance, since such plugging is present also in lichen spinulosus, 
keratosis pilaris and certain forms of lichen planus, such as lichen plano- 
pilaris. He cited a report by Senear and Wien,** of a case in which 
there were lesions of lichen planus with a large area of atrophy in which 
follicular plugging was present to prove the coincidental occurrence of 
the follicular plug. This, of course, is the opposite of my conception 
of the atrophic forms of lichen. It appears to me that follicular plugging 
is a prominent feature of this symptom complex and cannot be over- 
estimated as a diagnostic point. To state that the presence of horny plugs 
is not essential for the diagnosis in this group of cases would be 
synonymous with saying that the presence of bullae is not essential for 
the diagnosis of pemphigus because those lesions also occur in derma- 
titis herpetiformis and in erythema multiforme. The case reported by 
Senear and Wien only emphasizes the necessity of a better understand- 
ing of the entire group of the atrophic lichens, for in their case there were 
all the clinical features found in my cases and the condition should be 
labeled lichen planus et acuminatus atrophicans, which is apparently 
closely related to lichen sclerosus and atrophicus of Hallopeau. On the 


37. Nomland, R.: Lichen Sclerosus et Atrophicus, Arch. Dermat. & Syph. 
21:575 (April) 1930. 

38. Senear, F. E., and Wien, M. S.: A Case for Diagnosis (Lichen Planus), 
Arch. Dermat. & Syph. 21:128 (Jan.) 1930. 
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other hand, sclerosis and atrophy, particularly in the cases in which t 
lesions consist of small patches and papules, may progress to such a 
point in its atrophic stage that every vestige of a follicular plug, even 
the infiltration, disappears. In such cases various diagnoses are made. 
ranging from lichen albus to scleroderma. 

As an example of lichen planus with secondary atrophy Nomland 
presented a case of a condition which he called lichen planus with 
atrophy. He stated that there were typical lesions of lichen planus and 
a large bald atrophic patch on the head and one on the body. “The 
biopsy showed typical lichen planus lesions with papillary infiltration 
of lymphocytes. There was sclerosis of the collagen and destruction of 
the elastic tissue by the infiltrate.” A cellular infiltration may cause 
displacement of elastic fibers but not their destruction. If actual 
destruction of elastic tissue was present, its pathogenesis was probably 
the same as that in all atrophic forms of lichen planus. 

Hallopeau considered follicular plugging an essential feature of 
lichen sclerosus et atrophicus. Ormsby,*’ in describing lichen sclerosus 
of Hallopeau, said that each papule has on its smooth, shining surface 
from one to several black or dark horny, comedone-like plugs or minute 
pitlike depressions, which show the former site of a horny plug. These 
elements are situated at the pilosebaceous or sweat gland opening and 
are most important from the point of view of diagnosis. In the discus- 
sion of a paper by Wise and Shelmire *? Ormsby said that the chief point 
of distinction between lichen sclerosus and Csillag’s disease is the horny 
plugs and the horny cavities which are left after the plugs fall out. 

I consider follicular plugging and follicular dilatation of such impor- 
tance that I am ready to make a diagnosis of atrophic lichen on the basis 
of those symptoms if they are found simultaneously with atrophy. In 
the presence of pigmentation, those lesions should be considered pathog- 
nomonic of the disease. This point of view has been greatly strength- 
ened by the case of a patient whom I presented at the November 1935 
meeting of the Bronx Dermatological Society.*° The patient had atrophy 
with follicular plugging and dilatation on the scalp without any lesions 


present on the body. I was uncertain about the diagnosis and presented 


the patient with a tentative diagnosis of lichen acuminatus atrophicans. 
The diagnosis was confirmed when the neck, shoulders and back of the 
patient became studded with follicular horny papules two months later. 
39. Wise and Shelmire: Chronic Atrophic Dermatitis (Csillag), Arch. 
Dermat. & Syph. 18:179 (Aug.) 1928. 


40. Feldman, Samuel: Folliculitis Decalvans et Atrophicans, Arch. Dermat. 


& Syph. 33:1095 (June) 1936. 
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SUMMARY 


report two cases which, with my first case described in 1922, show 
identity of the condition present with that in most if not all cases 
rted as instances of folliculitis decalvans and lichen spinulosus. I 

eve that I bring enough evidence to show that the condition in those 

es was neither folliculitis decalvans nor lichen spinulosus but a com- 
ition of lichen planus and a follicular type of the same disease, for 
which the name lichen acuminatus is suggested because it is descriptive 


of the condition. Both forms are of the atrophic type. 

| believe that I have sufficiently demonstrated the relationship of 
that disease with lichen sclerosus of Hallopeau, the two having a num- 
ber of important features in common. 


1 


1955 Grand Concourse. 





ONYCHOMYCOSIS UNIVERSALIS TRICHOPHYTINA 
ET EPIDERMOPHYTA 


REPORT OF THE SEVENTH CASE THUS FAR RECORDED IN ENGLISH 


HERMAN E. KITTREDGE, M.D. 


WASHINGTON, D. C. 


While ringworm of several or more toe-nails is frequent and ring- 
worm of even fewer nails of the hands infrequent, ringworm of all the 
nails is one of the rarest of dermatologic phenomena. 

In a recent review of the 312 cases of ringworm of the nails available 
in the dermatologic literature of English, |! found that in the 42 cases 
that were so reported as to lend themselves to statistical study the aver- 
age number of diseased nails of both the hands and the feet in males and 
females combined was 8.97. This average is from two to four times 
higher than the prevailing estimate by the authors of standard textbooks. 

Therefore, involvement of all 20 nails in a single additional instance 
is worthy of a report. 

SYMPTOMS 

The appearance of the individual nails in onychomycosis universalis 
is essentially the same as in onychomycosis of the subuniversal group. 
The latter in males is more common on the feet; in females, on the 
hands, particularly the left hand.'| The first sign of infection is 
usually observed at one of the laterodistal edges but may be seen at 
the free margin or at the base. No description or list of adjectives will 
fit every case, but, depending on the physiologic state of the patient, 


personal hygiene, the toxicity of the invading parasite and the duration 


of the infection, the diseased nail is more or less opaque, lusterless, 
thickened, furrowed, shaly, worm-eaten and crumbly. It is faintly yel- 
lowish white, grayish yellow, yellow or yellowish brown. It may be 
raised from its bed by the gradual accumulation of hyperkeratotic sub- 
ungual débris and have the appearance of being from 4,4 to % inch 
(0.16 to 1.27 cm.) in thickness at the free margin. Onychomycosis per 
se has no subjective symptoms. 


From the dermatologic service of Dr. Herman E. Kittredge, St. Elizabeth’s 
Hospital. 

1. Kittredge, Herman E.: Ringworm of the Nails: A Consideration of Its 
Incidence, Anatomic Distribution and Etiology, with Suggestions as to the Probable 
Modus Operandi in Infection and Extension, Based upon a Review of Three Hun- 
dred and Twelve Reported Cases and upon Clinical Observation, Urol. & Cutan. 


Rev. 38:875 (Dec.) 1934. 





KITTREDGE—ONYCHOMYCOSIS UNIVERSALIS 


ETIOLOGY 

\s there is yet to be recorded in the English language the first case 

onychomycosis universalis in a female, all 7 of the known cases, 

iding the 1 reported here, having occurred in males, it would appear, 

east superficially, that masculine sex predisposes to infection. But 

reviewing the 312 cases of ringworm of the nails previously men- 

ied, 1! found that there is no scientific proof that sex as sex is 
either a predisposing or an inhibiting factor. 

\t the same time, I noted that there is some evidence that the dis- 
ease is*more prone to develop in persons engaged in such occupations 
as those of hostler, dairyman, farmer, etc. This is consonant with the 
following facts in the histories of the 7 patients: One “had had to do 
with horses all his life’; 3: had worked for long periods on farms, 1 
tracing his disease directly to an infected herd of cattle; another, 
being a flour merchant, was in constant contact with agricultural 


products, and 1 of the preceding 5 had traveled with circuses and 


menageries, making 71 per cent who had been in prolonged contact 
with wild or domestic animals or with products of the farm. 

One of the 5 patients just referred to and another not included in 
that group had resided in the Far Eastern tropics. 

\s signified in the title of this paper, the disease is due to several 
species of the genera Trichophyton and Epidermophyton. According to 
the latest statistics, compiled from the 312 cases previously mentioned,’ 
Trichophyta of human origin (endothrices) and an Epidermophyton, 
also of human origin, caused the disease in 37 per cent; Trichophyta 
of animal origin (ecto-endothrices), in 14 per cent, and Trichophyta 
not yet definitely assigned to either the human or the animal class, in 
49 per cent. 

Usually the parasite, first gaining ingress in the soft lateral fold, 
penetrates the nail plate itself only after invading the nail bed or the 
matrix or both. 

DIAGNOSIS 

[t must be borne in mind that while ringworm of the nails is onycho- 
mycosis, onychomycosis is not necessarily ringworm of the nails. In the 
case of a patient presenting the clinical symptoms previously described, 
the diagnosis of onychomycosis is confirmed by demonstrating, by direct 
microscopic examination, the presence of a fungus in scrapings that 
have been soaked for varying periods of several minutes to many hours, 
ina 5 to 40 per cent solution’ of sodium or potassium hydrate; but the 
diagnosis of true ringworm of the nails, or onychomycosis trichophytina 
or epidermophyta, can be made only by culturally identifying the specific 


organism. 
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REVIEW OF THE SIX PREVIOUS CASES 


Case 1.—In April 1907, Little 2 reported the first case of onychomycosis univer- 
salis to be recorded in English. The patient was an omnibus driver, aged 40, 
who “had had to do with horses all his life.’ The disease had existed about 
fourteen years and was supposed to have been contracted from mangy horses. 
There was no concomitant ringworm of the body, but there were some patches on 
the backs of the hands. Although “typical” hyphae were demonstrated in scrap- 
ings from 5 finger-nails, the fungus was not culturally identified. 


Case 2.—About three months later (July 1907), Ravogli*® reported the second 
case, that of a flour merchant, aged 54, who had been affticted for twenty years. 
The source of the infection, which was primary, was a mystery. The disease was 
supposed to have been spread from nail to nail by cutting with scissors. A fungus 
was found in scrapings from the nails, and a Trichophyton megalosporon-endo- 
ectothrix was cultured. 

Case 3.—Lancashire + in 1912 reported the third case, that of a farmer’s son 
aged 20. There was no cutaneous eruption. The infection was primary, began 
in the toe-nails about one year before the patient came under observation and was 
supposed to have been contracted from a herd of cattle. Scrapings from the nails 
contained hyphae, and a Trichophyton endothrix was cultured.5 

Case 4.—The fourth case was reported by Ochs ® in 1915. Sharply defined tinea 
circinata, in a boy aged 6 years, involving also the thumbs and several fingers, was 
followed by disease and exfoliation of all the nails of the hands and of the feet. 
A fungus was demonstrated in scrapings from the skin, but nothing was said of 
scrapings from the nails or of a culture. 

Case 5.—In 1922 MacLeod‘ described the fifth case, that of “a man from 
Java.” The infection was secondary to tinea cruris. A “trichophyton-like fungus,” 
thought to be Epidermophyton inguinale, was found in scrapings but did not grow 
on culture. 

Case 6.—The sixth case was reported by me ® in 1933. It occurred in a white 
man, aged 52, a native of Florida, who had worked on farms and had served as a 
soldier in the Philippines. The patient being insane, a definite account of the 
origin of the infection could not be obtained, but it is probable that involvement 
of all 20 nails was secondary to involvement of the groins, the feet and the hands 
in what later became an unusually extensive eruption simulating tinea imbricata. 
The exact duration of the onychomycosis could not be ascertained, but it was 
known to have existed at least nine years. An abundance of hyphae and spores 
was found by direct examination of scrapings from the skin and the nails. ‘“Trich« 
phyton purpureum or a closely related organism” was cultured by Weidman, who 
stated that “. . . there are such extremes in the test tubes between Tr. pur- 


2. Little, E. G. Graham: Brit. J. Dermat. 19:204 (June) 1907. 
3. Ravogli, A.: Onychomycosis Trichophytina, J. A. M. A. 49:308 (July 27) 
1907. 


4. Lancashire, G. H.: Brit. J. Dermat. 24:286 (Jan.) 1912. 

5. Lancashire, G. H.: Personal communication to the author. 

6. Ochs: J. Cutan. Dis. 33:143 (Feb.) 1915. 

7. MacLeod, J. M. H.: (a) Brit. J. Dermat. 34:208 (June) 1922; (b) Pro« 


Roy. Soc. Med. (Sect. Dermat.) 15:31, 1921-1922; (c) ibid. (pt. 1) 23:159, 1929 

8. Kittredge, Herman E.: Trichophytosis, Including Onychomycosis Univer 
salis, Simulating Tinea Imbricata: Report of an Unusually Extensive Case, Arc! 
Dermat. & Syph. 27:607 (April) 1933. 
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pureum and this strain that, in the present day sense, Dr. Kittredge’s specimen 
should probably be regarded as a new species. This should be deferred, how- 
ever, in the present state of our knowledge of Tr. purpureum.” 


Comment.—For scientific accuracy, it should be pointed out that in 
cases 1,? 2,* 3,4 57 and 6,° the diagnosis of onychomycosis was confirmed 
either by finding a fungus in scrapings from the nails by direct micro- 
scopic examination, or by culture, or by both; that in case 4,° in the 
absence not only of a direct examination of scrapings from nails but of 
a culture, the diagnosis of onychomycosis was assumed because of the 
demonstration of a parasite in scrapings from lesions of “tinea circinata,” 
to which the onychosis was secondary, and that it was only in cases 
2.3% and 6* that the diagnosis of onychomycosis universalis trichophy- 
tina was confirmed by culture. 


REPORT OF THE SEVENTH CASE 


Hisiory—J. M. P., a white man, aged 59, a native of Tennessee, had made a 
shifting occupational adjustment, traveling extensively and never remaining in the 
same place or doing the same kind of work longer than a few months. During 
the forty-eight years between his leaving school in 1884, at the age of 10, and 
his admission to St. Elizabeth’s Hospital in 1932, he worked on farms, in a 
boarding house, a chair factory, a furniture factory, a barrel factory and a cotton 
mill and as a salesman; he traveled with a circus, raising tents, and as a “razor- 
back,” helping to load and unload wagons; he served in the army and the navy 
and finally became a typical hobo. This lengthy and changeful career took him 
over the South, the Southwest, the Far West, the Midwest and, presumably, the 
“seven seas.” 

On his admission to the hospital in December 1932, it was noticed that the 
patient’s finger-nails and toe-nails were thick. This observation was confirmed 
during the routine physical examination, on Jan. 11, 1933. It was noted also that 
the skin of the palms and the soles was “leathery” and the skin in general rather 
thick and dry. There is no record that the condition of the nails was previously 
observed. 

Physical Examination.—When first examined by me, on January 24, the patient 
had the appearance of a fairly well nourished man of 59. The entire cutaneous 
surface was free from eruption, except for slight scaliness of the palms and at 
the base of the toes. With the exception of the nail of the left ring finger, all 20 
nails, especially those of the thumbs and the big toes, were much thickened, worm- 
eaten and crumbly at the free margins and were either marked by yellowish longi- 
tudinal striations, or of a dirty-yellow color, over the whole surface. The nail of 
the left little finger showed a longitudinal furrow. There was some paronychia, 
particularly on the right hand. 

Trichophytin and Oidiomycin Tests—An intradermal test with 0.1 cc. of a 
1:30 solution of commercial trichophytin gave negative results; with 0.1 cc. of a 
1: 100 dilution of commercial oidiomycin, faintly positive results. 

Microscopic Examination.—Scrapings taken from nails of the hands and toes 
on four or five widely separate occasions and examined through a medium objective 
have invariably shown plentiful long, narrow, wide and unusually wide branching 
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and nonbranching hyphae. Beaded and septate hyphae and hyphae apparently con- 
taining spores have been occasionally observed. 

As the clinical appearance of the nail of the left ring finger was such as to 
suggest the possibility that it had escaped invasion, separate scrapings were taken 
from the friable subungual material of that nail and examined as previously 
described. The results were strongly positive. 











Fig. 1—Photograph taken when the patient first came under my observation. 
Note the great thickness of all the nails; also the marked swelling of the perio- 
nychium, indicating paronychia. 











Fig. 2—Photograph taken when the patient first came under my observation. 


Cultural Investigations—Mixed scrapings from several nails of the hands and 
of the feet, having been found by direct examination to contain fungi, were sent to 
Dr. Fred D. Weidman, who consented to undertake the cultural work. Dr. Weid- 
man reported, in due course, that nothing had grown from the material submitted. 

As I desired to present the patient, with a direct microscopic preparation, befor« 
the Baltimore and Washington Dermatological Society, fresh scrapings wer‘ 
obtained, and the case was reported as one of onychomycosis universalis at th: 
meeting held in Washington on April 20, 1933. 
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Neither the clinical diagnosis nor the identification of the fungi as probably 
those of ringworm was questioned by any dermatologist present. 

A sample of the scrapings last mentioned was sent to Dr. Weidman, who offered 
to make a second attempt to culture the material. Several months later Dr. Weid- 
man reported that nothing grew from the scrapings either on a solid medium or 
in dextrose bouillon, a result, he pointed out, that is often experienced, “par- 
ticularly with nail materials.” 

On Sept. 28, 1934, fresh scrapings were again taken, soaked in 70 per cent 
alcohol and planted on 6 Sabouraud maltose slants. There was no bacterial growth 
on any of the 6 slants, 3 of which gave identical colonies. Fragments of these had 
the microscopic appearance of Penicillium. One of the cultures was submitted 
to Dr. Charles Thom, principal mycologist of the division of soil microbiology, 
Bureau of Plant Industry, Department of Agriculture, who identified “Penicillium 
in the monoverticillate and elliptic spored group, but not recognized as a form 
with pathogenic history.” 

The question then arose, in view of three successive failures to grow a fungus 
of ringworm and in view of the findings of certain European mycologists, whether 
some organism other than Trichophyton or Epidermophyton might not be the 
etiologic factor. 

It was therefore decided to culture individual scrapings from a sufficient num- 
ber of nails to indicate the predominant flora of all 20. Accordingly, with careful 
technic, 10 nails of the hands and the feet and 1 interspace of the toes were 
separately scraped directly into previously labeled boxes and submitted to Dr. 
Thom. 

The 11 specimens were planted on both Sabouraud’s and Czapek’s medium 
during the latter part of October 1934, by Dr. Thom, who in January 1935 reported 
the following results: 

1. From the thumbnail of the right hand, nothing. 

2. From the nail of the second finger of the right hand, nothing. 

3. From the nail of the little finger of the right hand, Trichophyton and 
Scopulariopsis. 

4. From the thumbnail of the left hand, Scopulariopsis. 

5. From the nail of the second finger of the left hand, Scopulariopsis and 
Actinomyces. 

6. From the nail of the little finger of the left hand, Actinomyces. 

7. From the nail of the first toe of the right foot, Aspergillus nidulans. 

8. From the nail of the fifth toe of the right foot, nothing. 

9. From the nail of the first toe of the left foot, Aspergillus nidulans. 

10. From the nail of the fifth toe of the left foot, nothing. 


11. From macerated epidermis of the fourth interspace of the left foot (posi- 
tive for fungi on direct examination, and of a distinctly greenish tint), Bacillus 
pyocyaneus, but no fungus. 


Summary.—Of the 11 specimens, 10 from nails and 1 from an 
interdigital space, 7 were positive and 4 were negative. Of the 7 that 
were positive, Scopulariopsis grew from 3, Aspergillus nidulans from 
2, Actinomyces from 2 and Trichophyton from 1, while Bacillus pyo- 
cyaneus grew from the specimen from the interdigital space. As pre- 
viously stated, Penicillium of the monoverticillate and elliptic-spored 
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type grew from a mixture of scrapings taken at random from several 
nails, but obviously not including scrapings from any of the 10 nails 
from which Scopulariopsis, Aspergillus nidulans, Actinomyces and 
Trichophyton grew. 

As Dr. Thom declined to identify the particular Trichophyton cul- 
tured by him from the nail of the little finger of the right hand, scrap- 
ings from that nail were sent to Dr. Weidman, who consented to 
undertake the determination of the species. Dr. Weidman informed 
me, in due course, that the scrapings had “‘yielded culture of a purple 
Trichophyton which appears to be Trichophyton purpureum.” He added 
that, as the culture had dried out during his prolonged absence from 
his laboratory, he would take subcultures from which ‘to run hanging- 
drop preparations.”” This procedure resulted in the following final report 
dated Jan. 27, 1936: 


I am sorry to report that in the case of J. M. P. the culture appears to have 
become pleomorphic. Thus, in the hanging drop there is nothing but thin myce- 
lium; there are not any special organes such as fuseau, spirals, en grappes and so 
forth to substantiate the diagnosis of Trichophyton purpureum. At the same time 
the picture is not incompatible with that of a Trichophyton purpureum. All things 
considered, though, this report does not seriously vitiate your findings; it is not 
any more than is to be expected that this fungus has become pleomorphic ; it does 
so rather readily. 

It is interesting that both Trichophyton and Scopulariopsis were cul- 
tured from scrapings from 1 of the nails. Was Trichophyton solely 
responsible for the onychomycosis and Scopulariopsis a mere saprophytic 
invader? The same query applies to the nails from which Trichophyton 
or Epidermophyton was not cultured but from which Scopulariopsis, 
Aspergillus, Actinomyces and Penicillium grew. 

On this point, Dr. Thom stated, in commenting on his findings: 

The Trichophyton in No. 3 was probably the most important agent in the general 
condition. In a long standing case such as this with dirt contamination, diseased 
nails would be invaded by such species as Aspergillus nidulans, Actinomyces, 
Scopulariopsis and Penicillium. All of these organisms might overgrow the 
original infection in the nail itself, or, as saprophytes present in the material 
removed, dominate our laboratory cultures from the material. 

Diagnosis —As implied by Dr. Thom, the cultural demonstration of 
Trichophyton in 1 of the nails warrants the diagnosis of onychomycosis 
universalis trichophytina, because of the consensus of conservative 
mycologists that the associated organisms act merely as secondary 
saprophytic invaders. However, this question will be considered later. 


Treatment.—During a period of several months, considerable 


progress was made by the application of sodium perborate and of 
Sabouraud’s formula of iodine in potassium iodide in conjunction with 
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curettage. But the patient (insane), insisting that his nails were per- 
fectly normal, refused further cooperation, and all efforts at treatment 


had to be abandoned. 


THE ROLE OF CERTAIN USUALLY SAPROPHYTIC FUNGI 
IN ONYCHOMYCOSIS 

As stated under “Diagnosis” in the preceding case report, it 1s the 
consensus of conservative mycologists that the common mycetes, such 
as Aspergillus, Scopulariopsis and Penicillium, which are occasionally 
cultured from diseased nails, have no etiologic significance. 

In this connection, the views of Karrenberg,” an authoritative repre- 
sentative of the conservative school, are of interest and importance. He 
cited a case, mentioned by Keining, in which, as in the present case, all 
the nails were diseased and always gave positive results on direct micro- 
scopic examination. Cultures, however, differed. Those planted by 
Eppendorf developed colonies that Plaut identified as a species of Asper- 
gillus, while in Karrenberg’s laboratory Epidermophyton inguinale grew 
from the same specimens. 

In another case, a generalized cutaneous mycosis in which all the 
nails became secondarily infected and in which direct microscopic exami- 
nation always showed “innumerable fungous hairs,” Karrenberg was at 
first able to culture only Aspergillus. Later, however, he succeeded 
not only in recognizing Epidermophyton inguinale by the microscopic 
characteristics of that organism as described by Sabouraud but in iden- 
tifying it by culture. 

Karrenberg was therefore skeptical of the causative role of the 
common fungi in onychomycosis and called in question the work of 
Sartory '® (1919) and others, who had sought to point out the etiologic 
connection of Penicillium, Aspergillus, Scopulariopsis, etc., with disease 
of the nails. Concerning the efforts of Bernard, Baron, Magrou and 
Valtis, who attached pathogenic importance to yeastlike cells and Pityro- 
sporum ovale, found without culture in the nails of a girl, aged 
13, having seborrhoea capitis and dermatitis seborrhoeica, he ironically 
termed their work “unique.”  (‘“Geradezu als ‘Unikum’ ist die Arbeit 
von Bernard-Baron-Magrou-Valtis zu betrachten. . . .”.) He remarked 
that the reason for their false conclusions lies in the fact that common 
fungi can remain in the ungual environment longer than on the free 
skin and, consequently, can be repeatedly found by direct examination. 


9. Karrenberg, C. L.: Nagelepidermophytie mit positiver Kultur (Bemerk- 
ungen tiber die Mykologie der Nagelepidermophytie tberhaupt, die normale Flora 
der Nagel sowie zum mikroskopischen und kulturellen Pilznachweis bei Nagel- 
mykosen), Arch. f. Dermat. u. Syph. 158:431, 1929. 

10. Sartory, A.: Sur un nouveau champignon du genre Scopulariopsis isolé 
(d'un cas d’onychomycose, Compt. rend. Acad. d. sc. 169:703, 1919. 
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Karrenberg referred to Weil and Gaudin, who reported that cer- 
tain varieties of Scopulariopsis and Spicaria maintain themselves from 
ten to thirty years in the large toe-nails without lodging elsewhere. The 
benign nature ascribed to those organisms by Weil and Gaudin was also 
stressed by Karrenberg. The latter stated that the constant occurrence 
of certain micro-organisms in a nail change speaks absolutely not for the 
causative nature of those organisms, in contrast with observations in the 
case of the free skin. 

Karrenberg said much more of like import in expressing his 
incredulity concerning the pathogenicity of the common fungi in onycho- 
mycosis, but the preceding citations suffice to indicate the point of view 
of that authoritative writer. 

After reviewing his opinions, which are fairly representative of 
conservative mycologic thought, the results of certain investigations con- 
ducted by several of Karrenberg’s European contemporaries simul- 
taneously with or subsequent to the publication of his own paper of 
1929 will afford an interesting contrast. 

Thus Rocca," of Italy, in 1929, in a case of onychomycosis of the 
thumb-nails, isolated a fungus that, because of its cultural and micro- 
scopic characters, was thought might be identical with Scopulariopsis 
brevicaulis var. hominis (syn. Penicillium brevicaule var. hominis), 
first described by Brumpt and Langeron. 

Rocca stated that in spite of the slight toxicity of the mycetes, one 
cannot deny to Scopulariopsis a pathologic power in the case referred 
to, because of its constant presence in the lesions—a point to which 
Karrenberg simultaneously took exception. Rocca added that perhaps 
some conditions of temporary virulence and conditions favorable to its 
development, which in this case escaped accurate research, caused the 
onychomycosis. He expressed the opinion that methodical investiga- 
tion might show that many other saprophytic species, in particular con- 
ditions, could acquire pathogenic activity. 

In 1930, Sartory, Sartory and Meyer '* reported the discovery of 
two new species of Perisporacea that were capable of causing disease 
of the nails and of the skin: Scopulariopsis minimus (new species) and 
Eurotium diplocyste (new species). 

11. Rocca, Guiseppe Cascio: Un caso di onicomicosi da Scopulariopsis brevi- 
caulis var. hominis (sin. Penicillium brevicaule var. hominis), Rinasc. med. 6:59, 
1929. 

12. Sartory, A.; Sartory, R., and Meyer, J.: Contribution a l'étude des onycho 
mycoses: deux perisporiacées nouvelle susceptibles de provoquer des affections 


unguéales et dermiques: I. Scopulariopsis minimus, n. sp. II. Eurotium diplo- 
cyste, n. sp., Strasbourg méd. 90:597, 1930. Sartory, A.; Sartory, R.; Huf- 
schmitt, G., and Meyer, J.: Un cas d’onychomycose provoquée par un Eurotium 
nouveau: Eurotium diplocyste, n. sp., Compt. rend. Soc. de biol. 104:881, 1930. 
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The first was demonstrated, both by direct microscopic examination 
and by culture, in a case of onychomycosis in a boy of 8 years. Both 
thumb-nails and the nails of a forefinger and a middle finger were 
involved. The nail studied was altered throughout; it presented both 
transverse and longitudinal fissures and was slightly painful on pressure. 
There was no bacterial infection. Direct microscopic examination 
showed the nail to be infiltrated with mycelial filaments. Scopulariopsis 
minimus was cultured only after much difficulty, by the use of special 
mediums. 

Eurotium diplocyste was similarly recovered from the nails of a girl 
of 18, who was also suffering from onychomycosis. The disease began 
on the left thumb, as paronychia, which became suppurative and resisted 
all treatment at first; subsequently it involved the first and the second 
toe of the right foot and the fifth toe of the left foot, in the foregoing 
order. The nails were partly atrophied and partly hypertrophied and 
were of a grayish-yellow aspect. 

The authors stated that in both cases they were able to characterize 
the pathogenic agents occasioning the infections by direct microscopic 
examination effected with relation to preraisings of the diseased nails, 
where the organisms had determined histologic modifications of the 
ungual tissue; by the fact that the fungi in situ presented forms of 
resistance comparable with the corresponding elements produced in cul- 
tures on artificial mediums ; by the characters established on the various 
mediums after isolation of the parasites by successive passages on the 
usual and specific subcultures ; by the development of the two organisms 
on particles of nail and of skin, and by the marked amelioration of the 
diseases toward a cure under the influence of a combined treatment com- 
prising painting with iodine and the injection of products derived from 
arsenic. 

Balina and Negroni '* in 1932 reported a case of intertrigo of the 
toes and onychomycosis of the toe-nails caused by a new mold in a 
man, aged 49. The ungual disease, which had existed for nine or ten 
years, manifested itself in yellowish spots. 

The authors stated in their “conclusion” that the lesions of the nails 
and of the skin were due to the mold, that they always found the same 
fungus when they cultured scrapings at different times (Kerrenberg *), 
that the fungus showed in cultures the same organs of fructification as 
in lesions of the skin and of the nails and that they believed that they 
were able to conclude that they had found a new species of Mucor 
(mucedinée), related to the genus Verticillium, which was capable of 
parasiticizing the skin and the nails of man. 


13. Balina, Pedro L., and Negroni, Pablo: Intertrigo des orteils et onyxis 
dus a un nouveau parasite, Ann. de dermat. et syph. 3:8, 1932. 
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The preceding citations of Sartory, Sartory and Meyer '* and of! 
Balina and Negroni,’* so far as they pertain to the pathogenicity of 
Eurotium diplocyste and Mucor in onychomycosis, are made not because 
of their specific bearing on etiology in the present case but because the) 
show that.in the opinion of competent observers, the strictures of Kar- 
renberg ® and other conservative mycologists notwithstanding, certain 
inycetes are capable of producing onychomycoses clinically simulating 
those caused by Trichophyton and Epidermophyton. 

Concerning the strain of Actinomyces recovered by Dr. Thom, I find 
in the literature no sponsors for its pathogenicity in onychomycosis. 

As to Penicillium, Aspergillus and Scopulariopsis, likewise iden- 
tified by Dr. Thom, the work of Rockwood " is of interest. This inves- 
tigator, in a series of over 400 cultures on Sabouraud’s medium, from 
28 symptomatically mycotic and microscopically positive nails in Joslin’s 
diabetes clinic, grew Penicillium 16 times from 6 nails; Penicillium of 
3 types from 1 nail; Aspergillus 50 times from 7 nails; Scopulariopsis 
twice from 1 nail, and Epidermophyton 4 times from 1 nail; Tricho- 
phyton was not grown from any of the nails. 

These results suggested, inter alia, according to the investigator, the 
probability “. . . that all so-called fungous nails are due to a variety 


, 


of fungi and not wholly to Epidermophyton or Trichophyton 


In 1934 Smith '* reported 2 cases of onychomycosis from which 
Aspergillus fumigatus and Aspergillus terreus were repeatedly cul- 
tured, after thorough fungicidal treatment of the nails and after efforts 


to cleanse the scrapings of surface organisms. These cases were 
regarded as probable Aspergillus infections. 

As further reasons for suspecting that, under certain conditions as 
yet undetermined, some of the common fungi, or molds, may play a 
pathogenic role in onychomycosis, I may note the occurrence of Asper- 
gillus niger, Aspergillus glaucus and Aspergillus fumigatus in rhino- 
mycosis; Aspergillus nidulans, Aspergillus niger and Aspergillus 
fumigatus in otomycosis; species of Aspergillus and Penicillium in 
ecular aspergillosis and penicilliosis, tonsillo-aspergillosis, tonsillo-peni- 
cilliosis, bronchoaspergillosis, bronchopenicilliosis and mycotic vaginitis, 
with black discharge, occurring in the Far East (Castellani'® and 


Jacobson !*). 


14. Rockwood, Ethel M.: A Study of Fungous-Infected Nails, Arch. Dermat. 
& Syph. 22:395 (Sept.) 1930. 

15. Smith, Leslie M.: Aspergillus Infection of the Nails, Urol. & Cutan. Rev. 
38:783 (Nov.) 1934. 

16. Castellani, Aldo: Fungi and Fungous Diseases: Lecture II, Arch. Dermat. 
& Syph. 17:61 (Jan.) 1928. 

17. Jacobson, Harry P.: Fungous Diseases: A Clinico-Mycological Text, 
Springfield, Ill., Charles C. Thomas, Publisher, 1932, pp. 270-284. 
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While most of the 350 or more strains of Aspergillus are undoubt- 
edly pure saprophytes, about 60 have been placed under grave indict- 
ment by various investigators in both human and animal pathology ; 
1 of the species mentioned, Aspergillus fumigatus, has fulfilled Koch’s 
laws (Jacobson '). 

The argument that the common fungi are probably not causative 


of onychomycosis because some of them exist for long periods in the 


ungual environment without involving other regions seems to lose point 
in the presence of primary onychomycosis trichophytina, from which 
for years the skin may escape secondary infection. 

Occasionally, at least, the circumstances are clinically reversed, the 
soft parts being symptomatic of trichophytic infection and the adjacent 
nails, although infected, well nigh asymptomatic. Thus, Williams and 
Sarthel,’* in a series of cultures from practically asymptomatic nails 
in 40 cases of tinea pedis, recovered ringworm fungi in every instance: 
37 nails yielded Trichophyton interdigitale. How long that organism 
had existed in the asymptomatic nails and how much longer and under 
what conditions it would have had to remain to produce clinically observ- 
able changes are, of course, unknown. The same statement may be 
applicable to common fungi under parallel conditions. 

The etiologic connection of Monilia, Oidium and other yeastlike 
fungi with onychomycosis is too well established to require more than 
passing mention. 

SUMMARY AND COMMENT 

The seventh case of onychomycosis universalis to be recorded in 
the dermatologic literature of English is reported.'® 

As a Trichophyton was cultured in this case, the condition qualifies 
as onychomycosis universalis trichophytina, according to the consensus 
of conservative mycologists that the associated Scopulariopsis, Asper- 
gillus, Actinomyces and Penicillium were merely saprophytic invaders. 

However, the work of Rocca,'' of Sartory, Sartory and Meyer ™ 
and of Balina and Negroni'* apparently demonstrated the causative 
connection of Scopulariopsis brevicaulis var. hominis, Scopulariopsis 
18. Williams, Charles Mallory, and Barthel, Else A.: Tinea of the Toe-Nails 
as a Source of Reinfection in Tinea of the Feet, J. A. M. A. 93:907 (Sept. 21) 
1929. 

19. In a previous paper, I 8 reported my first case of onychomycosis universalis 
as the fourth “definitely reported in English.” This was an error, due to the fact 
that in searching the literature I overlooked altogether the case of Ochs ® and 
failed to find all of the references to that of MacLeod.? I was therefore not 
then certain, as I now am, that the case last mentioned should be included. The 
cases of MacLeod and Ochs would have made my first case the sixth, as they now 
make my last the seventh. I take this my earliest opportunity to amend the record, 


with apologies. 
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minimus (new species), Eurotium diplocyste (new species) and a new 
species of Mucor (mucedinée) related to the genus Verticillium, respec 
tively, with 4 cases of onychomycosis. This raises the question, espe- 
cially in consideration of the facultative character of some of the 
common fungi, whether Trichophyton was the sole pathogenic agent in 


the present case. 

The suggestion is ventured that if mycologists studying apparent 
ringworm of the nails would devote as much zeal to endeavoring to 
ascertain the possible etiologic significance of the fungi that they often 
readily find and as readily reject as they do to searching for Tricho- 
phyton and Epidermophyton, the knowledge of the mycology of onycho- 


mycosis would be perceptibly clarified and increased. 

Of the 7 patients with onychomycosis universalis considered, 5 (71 
per cent) had worked on farms or had been otherwise in prolonged 
contact with animals or with agricultural products. 

Only in cases 2,° 3,4 6° and 7 (the present) was the diagnosis con- 
firmed by culture. A Trichophyton was identified in every instance. In 
none of the 7 cases was the diagnosis culturally confirmed as to all of 
the 20 nails. Therefore, it is but scientifically accurate to state that as 
regards the cases recorded in English the existence of onychomycosis 
universalis trichophytina or epidermophyta as a clinicomycologic entity 
has not been proved. This truth should render one hospitable to the 
conception that some of the 140 mycotic nails may have been due to 
common fungi. 

412 Columbia Medical Building. 





EPIDERMAL AND DERMAL HYPERSENSITIVITY IN 
PATIENTS WITH FUNCTIONAL DERMATOSES 


AS DEMONSTRATED BY PATCH AND SCRATCH TESTS 


M. E. OBERMAYER, M.D. 
AND 
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In COLLABORATION WITH 
LOUIS LLOYD PRAVER, M.D. 
COLUMBUS, OHIO 
AND 
CLARENCE SHAW, M.D. 
AND 
FREDERIC BECKER, M.D. 


CHICAGO 


This report represents the result of a study which was undertaken 
as a part of a comprehensive investigation of patients with neuroderma- 
toses, of which two other parts ? have been published. 

In order to be able to compare the results with those obtained by 
others, we used the same technic and the same choice of materials 
throughout as were employed by Peck and Salomon.* 

A number of chronic recurrent dermatoses of hitherto obscure origin 
have been the subject of controversy during the last one or two decades. 
The conditions in question are considered “functional,” since no organic 
background can be detected. From this point trends of thought diverge. 
One group contends that the diseases are allergic; the other maintains 
that there is an underlying nonspecific protoplasmic instability (neuro- 
circulatory instability of Becker) which is considered prerequisite for 
an engrafted allergic disease. This study was undertaken for the purpose 
of acquiring evidence for or against the presence of specific allergic 


phenomena. Since the term eczema is still widely applied to totally 


unrelated dermatoses, we wish to state that our definition of eczema is 


From the Section of Dermatology of the Department of Medicine, University 
of Chicago. 

1. (a) Becker, S. W.: Dermatoses Associated with Neurocirculatory Insta- 
bility, Arch. Dermat. & Syph. 25:655 (April) 1932. (b) van de Erve, J. M., 
and Becker, S. W.: Functional Studies in Patients with the Neurodermatoses, 
J. A. M. A. 105:1098 (Oct. 5) 1935. 

2. Peck, S. M., and Salomon, G.: Eczema of Infancy and Childhood, Am. J. 
Dis. Child. 46:1308 (Dec.) 1933. 





412 ARCHIVES OF DERMATOLOGY AND SYPHILOLOGY 


dermatitis characterized by vesiculation in a patient who is hypersensi 
tive to the irritative agent. This is the conception of Jadassohn and 
Bloch. According to this definition, the series of cases on which this 
study is based includes only a small number of instances of real eczema. 
Under the term infantile eczema we recognize : 


1. True infantile eczema. 

(a) Infectious type, due to hypersensitiveness to metabolic products 
of ordinary pyogenic organism (formerly called “impetiginous eczema”). 

(b) Ichthyotic type, due to nonspecific sensitization to a number 
of substances, such as dust, dirt, soap and water, which normal skin 
bears without damage; this occurs in patients with congenitally dry, 
ichthyotic skins. 

2. Neurodermatitis, lichenified or exudative. 

3. A rather vaguely defined “dietary eczema,” with exudative plaques 
and little or no pruritus, which is seen in babies who are overweiglit, 
and which usually responds to the cutting down of the total caloric 
intake, or at times to the removal of certain foods. 

It is apparent from the clinical description in Peck and Salomon’s 
paper * that their eczema type II corresponds to our neurodermatitis. 

Rost,* who expressed the belief that constitution and disposition 
(exudative diathesis) are of fundamental importance in the pathogenesis 
of a certain group of chronic recurrent dermatoses, has brought this 
intricate problem one step forward. He demonstrated that his patients 
with “eczema’’ show certain reactions which are also noted in patients 
with allergic disease. The question to be decided is whether it can be 
concluded from these findings that a certain group of chronic recurrent 
dermatoses are allergic or whether the allergic phenomena as well as 
the dermatoses represent an occasional but not always simultaneous 
symptom complex with the same underlying constitutional cause. 

Our study comprises one hundred and three cases chosen arbitrarily 
from the material at the University Clinics. They were classified as 
follows: 

No. of Cases 


Dry neurodermatitis (adults) 
Exudative neurodermatitis (adults) 
Dyshidrosis (adults) 

Chronie urticaria (adults) 
Miscellaneous dermatoses (adults) 
Dry neurodermatitis (children) 
Infantile eczema (children) 
Miscellaneous dermatoses (children) 
True eczema (adults and children) 


3. Rost, G. A., and Marchionini, A.: Asthma-Ekzem, Asthma-Prurigo und 
Neurodermitis als allergische ,.Hautkrankheiten, Witirzb. Abhandl. a. d. Gesamtgeb 
d. Med. 27:337, 1932. 
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The miscellaneous dermatoses of adults consisted of : 


No. of Cases 
Vitiligo 
Aphthous stomatitis 
Acne rosacea 
Pruritus ani or vulvae 
Dermatitis herpetiformis 
Pallor and cyanosis of fingers 


miscellaneous dermatoses of children were: 
No. of Cases 


Chronic urticaria 
Lichen urticatus 
Pityriasis rubra pilaris 


Dermatitis venenata 


METHODS OF INVESTIGATION 


The technic employed by Peck and Salomon? was followed in making patch 


tests. 


Scratch tests were performed in the usual way and were graded and charted 
according to the scheme described by Peshkin.* 


Substances Used.—The following substances 5 were used in the regular routine 
of making the scratch tests and patch tests: 


Wheat 

Wheat globulin 
Wheat protein 
Wheat, leucosin 
Barley 

Milk 

Egg white 

Egg yolk 
Lactalbumin 
Cheese 

Beef 

Radish 

Potato 
Herring 

Pike 

Salmon 

Smelts 

Brazil nut 
Horse dander 
Horse serum 
Cat hair 

Dog hair 

Duck feathers 
Goose feathers 
Chicken feathers 


Rabbit hair 

Cattle hair 

Sheep wool 

Goat hair 

Orris root 

Pyrethrum 

Glue 

Kapok 

Cottonseed 

Silk 

Tobacco 

Flaxseed 

House dust 

Alternaria 

Aspergillus fumigatus 
Aspergillus niger 
Aspergillus nidulans 
Aspergillus glaucus 
Monilia 

Trichophyton interdigitale 
Trichophyton gypseum 
Epidermophyton inguinale 
Chaetomium 

Mucor plumbeus 
Penicillium camemberti 


Penicillium roqueforti 
Penicillium chrysogenum 
Yeast, distillers 
Yeast, bakers’ 

Yeast, compressed 
Yeast, lager beer 
Yeast, lactose-fermenting 
Yeast, brewers’ 
Ragweed, short 
Ragweed, giant 
Timothy 

Red top 

Orchard grass 

June grass 

Plantain 

Red oak 

Ash 

Elm 

Birch 

Maple 

Poplar 

Hickory 

Blue beech 

Sycamore 


This routine procedure was supplemented in the cases of obvious epidermal 
sensitization (eczema) by further patch testing with substances as required by 
the case (such as grasses, plants and chemicals). 


4. Peshkin, M. M.: Asthma in Children, Am. J. Dis. Child. 31:763 (June) 


1926. 


5. The proteins were supplied by the Arlington Chemical Company, Yonkers, 
N. Y. 
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RESULTS 


Patch Tests—In all patients with true eczema, strongly positive 
reactions were invariably and repeatedly obtained. These were: 


No. of Patients 
Reacting Positively 


Ragweed, short 

Pyrethrum 

Para-phenylene-di-amine 

Rotogravure print 

Rhus toxicodendron 

In all patients with neurodermatoses the results of patch tests were 

practically negative. A moderately positive reaction could be obtained 
in only three conditions : 


No. of Patients 
Reacting Positively 


Dry neurodermatitis (adults) Goose feathers 1 
Chicken feathers 


Neurodermatitis (children) Glue 
Infantile eczema Brazil nut 
When repeated, however, the tests produced negative results. 
Scratch Tests—A great number of positive reactions were obtained. 
The following list gives the substances arranged according to frequency 
of positive reactions; this was done in an effort to find out whether 
reaction to certain substances occurs in a majority of cases of dermal 


hypersensitivity. The lists contain only the substances to which more 
than two patients showed a positive reaction when a scratch test was 


made. 
No. of Positive No. of 
Condition Protein Reactions Reaction Instances 


. Dry neuro- an Positive 19 
dermatitis Negative 13 


Yeast, compressed 
Yeast, lactose-fermenting 
Ragweed, giant 
Yeast, lager beer 
Timothy 
WE ies eaiocs abc ceduneeadecwaet aca 
Positive 


2. Exudative 
Negative 


neuroderm- 

atitis Ragweed, short 

Ragweed, giant 
Positive 
Negative 


Positive 
Negative 


3. Dyshidrosis 


. Chronic 
urticaria 


Positive 
Negative 


Positive 
Negative 


. Miscellaneous, 
adults 


3. Dry neuro- 

dermatitis, 
children Ragweed, short 
Ragweed, giant 


. Infantile Positive 
eczema Negative 


. Miscellaneous, ‘ Positive 
children Negative 
Positive 


. True eczema, a 
Negative 


adults and children 


Oem MIO pon 
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Repetition of the complete series of dermal tests at periods varying 
from three months to one year resulted in essentially the same findings 
except for a wide variation among the weakly positive reactions. A 
complete change, however, was noted in two patients with dry neuro- 
dermatitis. One showed dermal monosensitivity. While her reaction 
was strongly positive only to silk at the first testing (August), she 
reacted strongly to the ragweeds and not to silk at the second testing 
(November). The other patient was polysensitive. Her reaction at 
the first testing (October) was strongly positive to silk and tobacco 
and weakly positive to the yeasts and the various fungi. Eight months 
later she still reacted positively to the yeasts and fungi but completely 
negatively to silk and tobacco. 

From the result of the dermal reactions three groups may be formed: 

Percentage 


Completely negative reaction 53 


1, 
2. Monosensitivity 13) 


Polysensitivity 34 § 47 


The monosensitive patients (group 2) were distributed as shown in 
table 1. 


TABLE 1.—Distribution of Monosensitive Patients 





Dry Neuro- Exudative Lichen 
dermatitis Neurodermatitis Urticaria Urticatus Vitiligo 
1 
2 
ROGaned vuideccawdsie 
Flaxseed 
Alternaria 
Short ragweed 
Giant ragweed 
Orchard gra ee a aa 
Orris root és ae a 1 


Table 2 was composed in order to determine whether an association 


might exist between the duration of the functional dermatoses and the 
intensity of dermal hypersensitivity. 


TaBLe 2.—Relationship of Degree of Hypersensitivity to Duration of Dermatosis 











E Number of Poly- Mono- With Negative 
Duration of Dermatosis Patients sensitive sensitive Reactions 


Less than 1 year 30 15 
l 00: DO is eecican deere aces 10 
5 to 10 years 3 
10 Sih as acc cices cuncastacnas eoos : 
15 to 20 years 

Life (since infancy) 


wore wR wre 





A slight but definite relation seems to exist between the duration of 
the dermatosis (lifetime) and the occurrence of dermal hypersensitivity. 
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ASSOCIATED FUNCTIONAL DISEASES 

In studying the material from a different point of view it was found 

(as had been found before by one of us [S. W. B.]) that patients with 

functional dermatoses frequently exhibit associated neurodermatoses and 
other functional diseases. 


Associated Dermatoses 
— ee — 


No. of 
Clinieal Condition Clinical Condition 





Dry neurodermatitis Chronic urticaria 

Exudative neurodermatitis........ 3 Angioneurotic edema 

Dyshidrosis Vitiligo 

Pruritus ani or pruritus vulvae... : Infantile eczema 

Neurotic excoriations.............. Dermatitis herpetiformis.......... 


Aphthous stomatitis.............. 
Other Associated Functional Diseases 


Chronic functional colitis 
Vasomotor rhinitis 
Migraine 


FAMILIAL OCCURRENCE 


Furthermore, the occurrence of functional and allergic conditions 
among the patient’s relatives was studied as illustrated in the following 


tabulation. 
Functional and allergic conditions were present in: 


Sisters or Daughters Near 
Brothers Parents or Sons Grandparents Relatives 


14 13 4 3 5 


Analysis of the findings furnishes several possible interpretations. 
The series is small, and history is more easily obtained relative to sib- 
lings and parents ; consequently, these groups would show more positive 
reactions. It has been found previously ' that the most frequent age of 
onset of functional dermatoses is the third decade. The table shows that 
functional and allergic diseases were most frequent in brothers and 
sisters, who are likely to be subjected to the same hereditary, social and 
environmental factors as the patient. These factors also apply to the 
parents, who are next in order of frequency. Grandparents have lived 
early enough to have escaped the tension of modern life, and daughters 
may manifest trouble later. 

A marked background of neurocirculatory instability as defined by 
one of us (S. W. B.) could be easily elicited by taking a detailed history 
and sizing up the patient’s personality in practically all cases. 
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COM MENT 


Bloch and his co-workers,* Sulzberger * and others have definitely 
shown that in contact dermatitis (eczema-dermatitis venenata) the epi- 
dermis is the site of the primary reaction. Experimental investigation 
and histologic examination have confirmed this assumption. It is well 
recognized that this form of hypersensitivity can be demonstrated only 
by the patch test, which reproduces the clinical condition. Thus, the 
patch test is the method of choice in the determination of the cause of 
eczema-dermatitis venenata. The results of the study on our eczema 
material were confirmatory. 

On the other hand, we found that the patch test is of no value in 
neurodermatoses. Our study has shown that positive epidermal reac- 
tions are obtained only rarely and even then are questionable. Epidermal 
hypersensitivity in persons with functional dermatoses is a chance occur- 
rence and apparently of little or no etiologic significance. However, 
it is less unusual to find positive dermal reactions in patients with eczema, 
and the tests often have clinical significance in that the patient may 
suffer from allergic hay fever or allergic asthma caused by the same 
substance from which the positive dermal reaction was obtained. In 
the study of eczema due to rubber reported by one of us (M. E. O.°) 
the patient had hay fever with positive reactions to scratch tests, and 
some of our patients with ivy poisoning were found in the allergy clinic 
to have similar positive reactions. 

While the number of children was small, we could not confirm the 
work of Peck,? who expressed the belief that infantile eczema is due 
to epidermal sensitization. 

The interpretation of the positive reactions to scratch tests represents 
a more complicated problem. It is now generally recognized (Bloch,® 
Sulzberger *) and supported by experimental investigation and histologic 
examination that the site of the inflammatory reaction is the upper vas- 
cular layer of the corium and not the epidermis, which becomes affected 
only secondarily. We are therefore testing the capillary hypersensitivity 
and perhaps that of the smooth muscles in the adjacent vessels (Bloch). 
It is also admitted by the majority of investigators that the innumerable 


6. Bloch, B.: Das Ekzem vom Standpunkt der Idiosynkrasie, Monatschr. f. 
Kinderh. 44:17, 1929; The Role of Idiosyncrasy and Allergy in Dermatology, 
Arch. Dermat. & Syph. 19:175 (Jan.) 1929. 

7. Sulzberger, M. B.; Spain, W. C.; Sammis, Florence C., and Shahon, H. J.: 
Studies in Hypersensitivities in Certain Dermatoses, J. Allergy 3:423 (July) 1932. 
Sulzberger, M. B., and Wise, F.: Ragweed Dermatitis, J. A. M. A- 94:93 (Jan. 
11) 1930, 

8. Obermayer, M. E.: Eczema Due to Hypersensitiveness to Rubber, Arch. 
Dermat. & Syph. 27:25 (Jan.) 1933. 
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positive reactions obtained have no practical significance (Howard Fox,’ 
Coca,’® Peck,? Mendelsohn *'). 

It can be seen from our study that a high percentage of patients 
with functional dermatoses show positive dermal reactions to a large 
number of substances. Such positive reactions were most frequently 
obtained with certain groups of substances, for example, the yeasts and 
the ragweeds. Confirming Mendelsohn’s ™ statement, it was noted that 
foods, such as milk, egg and wheat, give only a small number of positive 
dermal reactions, which is in contrast to the common belief. Not only 
did we fail in our attempts to link these positive dermal reactions etio- 
logically, but not even an association of the reaction to certain substances 
with the various clinical entities of the functional cutaneous conditions 
examined could be demonstrated. 

We have found that positive dermal reactions occur in about 50 
per cent of the cases while the other half give no reactions. Why this 
is so we are unable to explain, since the material was identical in clinical 
appearance and differed only slightly in duration. 

Our study shows that polyvalent hypersensitiveness prevails over 
monohypersensitiveness in a ratio of three to one. This is in line with 
Bloch’s findings in epidermal hypersensitiveness. 

Retesting showed that while in the majority of cases the same essen- 
tial findings are obtained, although with a wide variation in the number 
of weakly positive reactions, there are exceptions in which the originally 
positive reactions were no longer produced and were substituted by 
reactions to substances originally producing negative reactions. 

An interesting finding is that of positive scratch tests in patients 
with exudative neurodermatitis. This condition is considered by most 
authors as due to sensitization to external irritants, which is difficult 
to reconcile with its appearance in localized, nonvesicular plaques, in 
contrast to the lesions of eczema-dermatitis venenata, which are definitely 
due to external irritants. Other authors call the condition infectious 
eczematoid dermatitis, although it does not possess the features of the 
condition as originally described. Patch tests gave negative reactions 
in all instances of exudative neurodermatitis, which is evidence against 
epidermal hypersensitivity, and the infectious nature of the lesions has 
never been convincingly demonstrated. Kreibich studied this type of 
dermatitis and expressed the belief that it is of nervous origin. We 
believe that the underlying instability is the same as that which underlies 
neurodermatitis of the dry type. The latter has been called atopic 


9. Fox, Howard, in discussion on Coca,!° p. 1292. 

10. Coca, A. F.: Specific Diagnosis and Treatment of Allergic Diseases of 
the Skin: Present Status, J. A. M. A. 103:1275 (Oct. 27) 1934. 

11. Mendelsohn, H. V.: Sensitization Tests: Their Value in Dermatology, 
Arch. Dermat. & Syph. 29:845 (June) 1934. 
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eczema or atopic dermatitis, owing to the frequent positive reactions to 
scratch tests and to its association with such conditions as hay fever 
and asthma. The incidence of positive reactions to ragweeds was even 
greater in our patients with the exudative type than in those with the 
dry type, which is confirmatory to the conception that the underlying 
mechanism is the same or closely related in the two diseases. The term 
atopic could be applied to the exudative form with as much justification. 

We believe that the frequent positive dermal reactions of patients 
with functional dermatoses do not constitute a proof of their allergic 
nature. Since the removal of the supposedly offending substance or 
substances does not result in the disappearance of the symptoms, since 
it is not possible to produce or aggravate the clinical condition by injec- 
tion or ingestion of the substances in question and since attempts at 
desensitization have failed, it seems evident that one is not dealing with 
allergic conditions. It must be admitted that positive passive transfers 
constitute evidence of the presence of an antigen-antibody reaction, a 
definite immunologic phenomenon. However, the implications of this 
ever changing pattern as manifested by positive cutaneous reactions and 
transfers defy immunologic analysis at present and cannot be used as 
proof of the allergic nature of the dermatoses. We believe that the 
positive dermal reactions in functional dermatoses have only the sig- 
nificance of an existing vascular instability which goes hand in hand with 
the “stigmas” of Rost’s diathesis and the neurocirculatory instability of 
Becker. We suggest that it represents only a purely functional phe- 
nomenon, which may be interpreted as one of the manifold symptoms 
of the “protoplasmic instability” ’* which forms the underlying back- 
ground of functional disease. The fact that there is no rime or reason 
in their occurrence is analogous to the irregularity with which func- 
tional cutaneous conditions and those in other organs occur and therefore 
supports our theory. 

The evaluation of our material in regard to combination of functional 
dermatoses of the skin and of other organs in the patient as well as 
among his relatives and the study of the patient’s background have 
confirmed the previous findings of one of us (S. W. B.*). 


SUMMARY 


A series of one hundred and three cases of various functional der- 
matoses and seven cases of true eczema were studied. The functional 
dermatoses included: dry neurodermatitis, exudative neurodermatitis, 
dyshidrosis, chronic urticaria, infantile eczema and a group of miscel- 
laneous dermatoses in patients of all ages. 


12. Becker, S. W.: Commoner Diseases of the Skin, edited by Morris Fishbein, 
New York, Doubleday, Doran & Company, Inc., 1935. 
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Every patient was subjected to epidermal and dermal testing by 
means of patch tests and scratch tests performed with a standard set 
of seventy-four substances. Retests were performed in a number of 
instances at intervals ranging from three months to one year after the 
first test. Careful and detailed histories as to associated functional 
conditions of the skin and of other organs, the familial background and 
the personality of the patient were taken. 

From the data obtained we believe that the following conclusions 
may be drawn: 


1. Epidermal hypersensitivity as manifested by positive reactions to 
patch tests is present in patients with eczema-dermatitis venenata as an 
unchanging reaction to the causative substance. 

2. Epidermal hypersensitivity is rarely, if ever, present in patients 
with functional dermatoses. 

3. Dermal hypersensitivity as manifested by a positive reaction to 
a scratch test is noted occasionally in patients with eczema, and the 
causative substance is frequently the cause of an accompanying hay 
fever or asthma. 

4. Dermal hypersensitivity is present in about 50 per cent of patients 
with functional dermatoses. Polysensitivity is the rule. Foods cause 
only a small portion of the positive reactions. 

5. Positive reactions to scratch tests, especially the weakly positive 
ones, are often transient and ever changing. Even the strongly posi- 
tive ones change at times; the more strongly positive they are, the more 
likely they are to be permanent. This changeability defies present-day 
immunologic analysis. The positive reactions constitute no proof for 
a supposedly allergic nature of the diseases and merely represent a 
functional phenomenon, which seems to support our theory of protoplas- 
mic instability as the underlying background of functional disease. 


6. Frequent occurrence of associated functional diseases (colitis, 
migraine, vasomotor rhinitis) and truly allergic diseases (hay fever, 
asthma) in the patients and in members of their families confirm our 
previous findings. 





FOCAL INFECTION IN DERMATOLOGY 


SAMUEL AYRES JR. M.D. 
AND 
NELSON PAUL ANDERSON, M.D. 


LOS ANGELES 


The purpose of this paper is to review briefly the general subject 
of focal infection, to discuss some of the newer concepts and to indicate 
the role that focal infection plays in the etiology of disorders of the 
skin. The term focal infection as employed will convey the meaning 
which Billings ' expressed, namely, “a dissemination of bacteria and toxic 
products from the focus of infection.” 

While the theory of focal infection has been widely discussed for 
years,” many persons belittle its significance and the dermatologist has 
been slow in availing himself of the knowledge at his disposal, if one 
is to judge from the meager discussion on focal infection found in most 
of the dermatologic textbooks and from the inadequate histories of cases 
as reported in current dermatologic literature. 


SOURCES OF FOCAL INFECTION 


The following outline lists the many areas in which infectious foci 
may be located and in some cases indicates briefly the methods of detect- 
ing the foci. 

Teeth: Both abscessed and dead teeth even when roentgenographs do not 


reveal infection 
Tonsils: Especially when cryptic, buried or the seat of chronic inflammation 


Based on a scientific exhibit presented at the Eighty-Sixth Annual Session 
of the American Medical Association, Atlantic City, N. J., June 10 to 14, 1935. 

1. Billings, Frank: Focal Infection, Lane Medical Lectures, New York, D. 
Appleton & Co., 1916, pp. 2 and 20. 

2. Hippocrates, quoted by Anderson, H. B., in Tice, F.: Practice of Medicine, 
revised, Hagerstown, Md., W. F. Prior Company, Inc., 1924, vol. 1, p. 379. 
Poynton, F. J., and Paine, A.: The Etiology of Rheumatic Fever, Lancet 2:861 
(Sept. 22) 1900. McLachlan, A. D., and Brown, W. H.: Cheiropompholyx, Brit. 
J. Dermat. 46:457 (Nov.) 1934. McGlasson, I. L.: Recurrent Erysipelas with 
Dermatitis of the Legs and Feet, Arch. Dermat. & Syph. 14:679 (Dec.) 1926. 
Billings, Frank: Focal Infection in Relation to Systemic Disease, in Forchheimer, 
F.: Therapeusis of Internal Diseases, New York, D. Appleton & Co., 1917, vol. 
5, p. 173. Fischer, H. W.: Septic Infection of Kidney After Infection of Finger, 
Ann, Surg. 66:247 (Aug.) 1917. 
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Sinuses: Frequently ignored; sphenoid sinuses should not be overlooked; 
absence of pain and negative results from transillumination do not rule out 
infection; carefully taken roentgenograms and irrigation may be needed to estab- 
lish the diagnosis 

Middle ear: Chronic otitis media 

Gallbladder: “Silent gallbladder”; may be checked by cholecystography and 


drainage 
Appendix: Chronic appendicitis; indicated by a history of indigestion; may 
be checked by roentgenograms, white cell count and local tenderness during 


attacks 

Intestinal canal: Examination of stools for parasites; bacterial cultures and 
microscopic appearance of stool; proctoscopic examination for anal cryptitis 

Genito-urinary tract: Examination of the urine, cystoscopic study, prostatic 
massage and pyelograms, for infection of kidney, ureter, bladder, prostate, seminal 
vesicles and urethra; vaginal examination for infection in the uterus, cervix or 
vaginal canal; history, physical findings, white cell count, for chronic salpingitis 

Respiratory tract (lower): Chronic bronchitis, bronchiectasis, empyema, tuber- 
culosis of the lungs or mediastinal glands 

Bones: Chronic osteomyelitis 

Heart: Acute or chronic endocarditis; physical findings, fever and arthritis 

Skin: Infection of the skin caused by fungi or bacteria as cause of secondary 
allergic or “id” eruptions; may furnish portals of entry for secondary infection 


DIAGNOSIS 


The following paragraphs summarize briefly the links in the chain 
of evidence by which one may incriminate a focus of infection as a 
primary or contributing cause of a cutaneous eruption. Lack of adequate 
laboratory facilities may make it impossible to fulfil all the require- 
ments, but their fulfilment ought to serve as an ideal which one should 
strive to attain. Hasty and careless assumption of cause and effect on 
the basis of inadequate evidence tends to discredit the theory of focal 
infection, subjects the patient to unnecessary surgical procedure and may 
obscure a more obvious cause of the eruption in question. It must not 
be forgotten that hypersensitiveness to foods, drugs and contact irri- 
tants can result in many of the cutaneous manifestations which infec- 
tious foci can produce. 

1. History—By taking a perfunctory history, with all the emphasis 
on the cutaneous picture, one may miss valuable clues which might sug- 
gest a focus of infection as a cause of the trouble. Detailed information 
concerning the nose, the throat, the teeth and the cardiorespiratory, 
the gastro-intestinal, the genito-urinary, the neuromuscular and the artic- 
ular system should be recorded in cases in which there is an eruption 
of unknown or obscure etiology. 

A patient with a disorder of the skin, for instance, who gives a 
history of frequent colds, chronic nasal catarrh and postnasal dropping 
of mucus, occasional attacks of stiff neck, transitory tenderness in vari- 
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ous joints and an appendectomy offers substantial evidence of chronic 
nasal sinusitis with systemic absorption and development of secondary 
foci. This does not prove that the condition of the skin is due to sinusi- 
tis, but it constitutes good grounds for a careful investigation. 

2. Examination.—The assistance of specialists should be utilized 
whenever a careful history indicates possible trouble in other parts of 
the body than the skin. The specialists should be selected with care 
and with especial consideration for their ability and understanding of 
the problems involved. Not only roentgenograms of the teeth but trans- 
illumination of the gums * and electrical conductivity reactions of the 
teeth may be required to rule out dental foci. Rhoads and Dick * 
confirmed previous observations by Haden * and as the result of careful 
clinical study and qualitative cultures concluded that “it seems justifiable 
to regard all pulpless teeth as probable foci of infection whether they 
show apical changes in roentgenograms or not.” Cramer and Reith ® 
reached a similar conclusion. Transillumination of the gums frequently 
reveals infection of the soft tissue which cannot ordinarily be detected 
in roentgenograms. ‘Transillumination, roentgenograms and irrigation 
may be necessary to establish sinusitis. Care is needed also in other 
examinations. 

3. Bacteriologic Studies—Many erroneous conclusions have been 
drawn because of faulty technic in procuring and cultivating organisms. 
Many pathogenic bacteria are anaerobic streptococci and are found in 
the depths of tonsillar crypts, not on the surface, or about the roots 
of teeth, rather than on the surface of the gums. Material for cultures 
must be obtained from the proper source. It must also be planted on 
appropriate mediums. One would not expect to grow anaerobic strepto- 
cocci on the surface of an ordinary agar slant. The selection of a proper 
medium, such as Rosenow’s brain broth,” may mean the difference 
between isolating the true pathogen and growing only a saprophytic 
contaminator. 


3. Mead, S. V.: Diseases of the Mouth, St. Louis, C. V. Mosby Company, 1933, 
p. 89. 

4. Rhoads, P. S., and Dick, G. F.: Roentgenographically Negative Teeth as 
Foci of Infection: Results of Quantitative Cultures, J. Am. Dent. A. 19:1884 
(Nov.) 1932. 

5. Haden, R. L.: Survey of Systemic Disturbances Traceable to Infected Teeth, 
J. Am. Dent. A. 17:2075 (Nov.) 1930. 

6. Cramer, H. C., and Reith, A. F.: Quantitative Bacteriologic Study of Pulp- 
less Teeth Correlated with Dental Roentgenograms, J. Am. Dent. A. 19:976 
(June) 1932. 

7. Gradwohl, R. B. H.: Clinical Laboratory Methods and Diagnosis, St. Louis, 
C. V. Mosby Company, 1935, p. 657. 
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4. Elective Localization.—By means of ingenious experiments, Rose- 
now ® has shown that strains of streptococci which are microscopically 
and culturally indistinguishable may have an affinity for different specific 
tissues in the host. For instance, of fifty-three rabbits inoculated with 
nine strains of streptococci from patients with erythema nodosum, lesions 
characteristic of erythema nodosum were observed in 60.4 per cent, 
whereas the average incidence of erythema nodosum in a large series 
of experiments with streptococci obtained from patients who did not 
have erythema nodosum was only 2.8 per cent. Comparable results 
were obtained with other disorders due to focal infection. 


The tissue specificity observed seems to justify the theory of the 
use of autogenous vaccines, at least when one is attempting to desensitize 
the tissue to bacterial toxins. Rosenow has employed the phenomena 
of elective localization by injections into animals in establishing the 
etiologic relationship between certain foci of infection and a clinical 
manifestation. 

5. Demonstration of Hypersensitivity of Tissue—An_ infection 
within the tissues of the body usually results in the formation of various 
types of antibodies. Some of these are of value in protecting the body 
(immunity) and apparently circulate in the blood stream, while others, 
which seem to be fixed in certain tissues, render those tissues hypersen- 
sitive (allergy) and are largely responsible for the disease picture. As 
will be discussed under “Treatment,” the two processes are distinct and 
can be manipulated separately. Hypersensitivity of tissue is relatively 
specific and can usually be elicited by an intradermal injection of a 
minute amount of a suspension of the killed bacteria in question. A 
control injection should be made to rule out nonspecific reactions from 
proteins of the culture medium. The height of the reaction occurs in 
from twenty-four to forty-eight hours and consists of an area of redness 
and swelling, usually with a small central papule or papulopustule, simi- 
lar to a tuberculin reaction. A positive reaction indicates as a rule that 
the patient’s tissues have been rendered hypersensitive to the protein 
of the organism as a result of present or recent infection with that 
organism. The reaction by itself does not prove that the clinical picture 
is due to the organism which causes the reaction, but is to be regarded 
only as one bit of evidence which, properly correlated with other evi- 
dence, may throw light on an obscure etiologic problem. 


6. Demonstration of Humoral Antibodies.—Circulating immune anti- 
bodies may be demonstrated by several means, and if an organism 


8. (a) Rosenow, E. C.: Elective Localization of Streptococci, J. A. M. A 
65:1687 (Nov. 13) 1915; (+) Focal Infection and Elective Localization, Internat 
Clin, 2:29 (June) 1930. 
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isolated from a focus of infection is found to combine with specific anti- 
bodies in the patient’s serum, another bit of circumstantial evidence is 
produced which tends to incriminate that organism in the disease picture. 
Negative reactions, however, do not exclude the suspected organism, 
since foci may harbor organisms which do not seem to stimulate the 
body to produce protective antibodies. In fact, it is probably lack of 
production of antibodies, as pointed out by Solis-Cohen® and others, 
which allows the infection to persist. 


(a) Alteration of Cataphoretic Mobility: Within the past few years 
a new method has been devised which, although somewhat technical, 
offers a new approach to the problem of establishing a causal relationship 
between an organism isolated from a focus and a morbid process. The 
phenomenon known as cataphoretic velocity or cataphoretic mobility, 
originally described by Rosenow and Jensen,’° has recently been applied 
by Welsh ** in establishing the probable causal relationship of an anae- 
robic, pleomorphic, gram-negative, green-producing streptococcus which 
was isolated from the nasopharynges, blood and blister fluid of seven 
patients with pemphigus. 

Welsh expressed the belief that the mobility-reducing action of serum 
from patients with pemphigus, lupus erythematosus, dermatitis herpet- 


iformis and erythema multiforme is so specific as to constitute a valuable 
differential diagnostic test. This conclusion is based on observation 
of serum from forty-four patients with these diseases in contrast 
with serum from thirty-two control patients with a variety of other dis- 
orders of the skin, which failed to reduce appreciably the velocity of the 
four strains of streptococci studied. 


In addition to the evidence cited, Welsh was able to produce bullous 
lesions in patients with pemphigus by subcutaneous or intradermal injec- 
tions of suspensions of the streptococci killed by heat, formaldehyde or 
hydrochloric acid, while control injections of ordinary streptococci of 
the species Streptococcus viridans obtained from patients who had other 
cutaneous or systemic diseases failed to produce such a reaction. 


(b) Inhibition of Bacterial Growth in Culture: Solis-Cohen * proved 
the presence of immune antibodies in the blood in cases of focal infection 
by demonstrating that certain bacteria isolated from a focus were killed 


9. Solis-Cohen, Myer: Some Causes of Failure of Specific Vaccine Treatment 
and Their Correction, M. J. & Rec. 125:727 (June 1) 1927. 

10. Rosenow, E. C. and Jensen, L. B.: Elective Localization and Cataphoretic 
Potential of Streptococci, Proc. Soc. Exper. Biol. & Med. 27:442 (Feb.) 1930. 

11. Welsh, A. L.: Specificity of a Streptococcus Isolated from Patients with 
Pemphigus, Arch. Dermat. & Syph. 30:611 (Nov.) 1934. 
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when incubated with the patient’s serum. The organisms obtained from 
a focus which were not killed he regarded as particularly important to 
be included in a vaccine calculated to stimulate immunity. 


Independently, Jessner and Hoffman '* and we '* demonstrated the 
presence of immune antibodies in the serum of patients with dermato- 


phytosis, especially when focal lesions such as dermatophytids existed, 
by the failure of fungi isolated from foci on the feet to grow when 
in contact with the patient’s serum although no inhibitory effects were 
noted in the case of serum from normal persons. 

(c) Demonstration of Agglutinins, Precipitins, Etc.: Positive reac- 
tions are of value, but negative reactions do not exclude a causal rela- 
tionship, since Rosenow and others found that the infective process in 
most of the diseases studied was too mild to stimulate the production of 
antibodies. The concomitant increasing agglutination titer and clinical 
improvement following intravenous vaccine therapy speak in favor of an 
etiologic relationship of the organism in question. 


IMPROVEMENT OR CURE BY TREATMENT OR ERADICATION OF 
INFECTIOUS FOCUS 

Evidence of the causal relationship of an infectious focus to a clinical 
disorder based solely on the response of the latter to treatment or eradi- 
cation of the former is purely circumstantial, and no valid conclusions 
can be drawn from a single case. The clinical response considered in 
conjunction with other evidence, especially in a controlled series of cases, 
constitutes reasonable presumptive evidence. The converse also suggests 
a causal relationship, i. e., an exacerbation of symptoms (focal reaction) 
following a flare-up of the infectious focus or reaction to an intradermal 
test or a large dose of vaccine. It must also be borne in mind that 
removal of one focus of infection does not necessarily free the patient 
from infection, since other foci may exist. Sometimes secondary foct 
are inaccessible and cannot be removed, such as endocardial vegetations. 


CUTANEOUS DISORDERS IN WHICH FOCAL INFECTION MAY BE 
AN IMPORTANT FACTOR 


Space does not permit a detailed consideration of the cutaneous dis- 
orders in which foci of infection may be the sole or a contributing cause. 


12. Jessner, Max, and Hoffman, Heinrich: The Influence of the Allergic Serum 
upon Trichophyton Fungi, Arch. f. Dermat. u. Syph. 145:187, 1924. 

13. Ayres, Samuel, Jr., and Anderson, Nelson Paul: Inhibition of Fungi in 
Cultures by Blood Serum from Patients with “Phytid” Eruptions, Arch. Dermat 
& Syph. 29:537 (April) 1934. 
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following tabulation enumerates the conditions which clinical experi- 
or recent investigations place in that category : 


\cne rosacea (some cases)—Feit, Laszlo and Vero 14 

Acne vulgaris (certain cases of severe involvement) 

\crodermatitis continua (Hallopeau) 15 

\lopecia areata and alopecia praematura (some cases) 

\ngioneurotic edema (occasionally) 

Dermatitis herpetiformis—Welsh 21 

Dermatitis nodularis necrotica 

cczema (some cases) 

‘rythema elevatum diutinum (rheumatic nodules) 1° 

‘rythema multiforme 

‘rythema annulare centrifugum 

‘rythema induratum and erythema nodosum 

“rythema scarlatiniforme (some cases) 

“rysipelas (secondary, through some portal of entry produced by another infec- 
tion, such as retro-auricular pyoderma or dermatophytosis ) 

Granuloma annulare 

Herpes simplex—Rosenow 

Herpes zoster—Rosenow 

Keratoderma blennorrhagicum 

Lichenoid eruptions (some dermatophytids, lichen scrofulosus, etc.) 

Lupus erythematosus 17 

Lupus vulgaris (and related forms of cutaneous tuberculosis: dissemination of 
organisms through the blood stream from a tuberculous focus) 

Panniculitis (chronic, nonsuppurative, relapsing ) 

Papulonecrotic bacterids 

Pemphigus—Welsh 11 

Pityriasic eruptions (some dermatophytids and bacterids) 

Pruritus ani and pruritus vulvae (with secondary bacterial sensitization) 

Purpura 

Psoriasis (precipitated or prolonged by acute or chronic infection) 

Pyoderma (secondary to portal of entry produced by another infection, such as 
scabies or dermatophytosis) 

Sarcoid 

Sycosis vulgaris and lupoid sycosis (some cases) 

Telangiectasia (generalized) 18 

Urticaria (occasionally) 

14. Feit, Herman; Laszlo, E. A., and Vero, F.: Rosacea Interpreted as a 
Bacterid from Focal Infection, J. A. M. A. 105:1738 (Nov. 30) 1935. 

15. Barber, H. W., and Eyre, J. W. H.: Acrodermatitis Continua (Hallopeau) 
vel Dermatitis Repens (Crocker), Brit. J. Dermat. 39:485 (Dec.) 1927. 

16. Weidman, F. D., and Besancon, J. H.: Erythema Elevatum Diutinum, Arch. 
Dermat. & Syph. 20:593 (Nov.) 1929. 

17. Mook, W. H.: Weiss, R. S., and Bromberg, L. K.: Lupus Erythematosus 
Disseminatus, Arch. Dermat. & Syph. 24:786 (Nov.) 1931. Madden, John F-.: 
Acute Disseminated Lupus Erythematosus, ibid. 25:854 (May) 1932. 

18. Ayres, Samuel, Jr.: Burrows, Lloyd A., and Anderson, Nelson Paul: 
Generalized Telangiectasia and Sinus Infection, Arch. Dermat. & Syph. 26:56 
(July) 1932. 
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Vesicular, pustular or squamous eruptions of the hands and feet (including 
recalcitrant pustular eruptions of the palms and soles) 19 


Some conditions may have been omitted, and some readers may feel 
that the list is too inclusive. Many of these disorders may also be due 
to causes other than focal infections. We, for instance, feel that in 
many cases acne rosacea is due to infestation with Demodex follicu- 
lorum,”° yet in some cases it undoubtedly is due to a focus of bacterial 


infection. 

On the other hand, alopecia is probably infrequently due to focal 
infection, yet the known toxic action on the hair of such infections as 
syphilis and scarlet fever forces one to consider the possibility of a 
similar toxic action’s occasionally arising from chronic foci. Rosenow,*? 
in a report of experiments on dogs, stated: “The dogs in which I was 
successful in producing chronic foci about the teeth, besides the develop- 
ment of lesions specific for the strains of streptococci inoculated, dis- 
played loss of weight and hair and became more susceptible to 


’ 


intercurrent infections.’ 


SYSTEMIC TREATMENT OF CUTANEOUS DISORDERS ASSOCIATED WITH 
FOCI OF INFECTION 


This paper does not concern itself with the types of local symp- 
tomatic treatment, which are more or less familiar. Systemic treatment 
may be summarized as follows: 


1. Removal of the infectious focus, if accessible: In cases of severe and wide- 
spread eruptions, such as disseminated lupus erythematosus, caution must be exer- 
cised; diseased teeth, for example, should be removed one or two at a time. 

2. Treatment of the infectious focus if removal is impossible or inadvisable: 
Chronically infected sinuses, if operation is inadvisable, can be irrigated or other- 
wise treated to establish drainage. 

3. Specific desensitization and immunization: This may be accomplished by 
means of intravenous injections of a suspension of killed organisms obtained from 
the focus, the dose being gradually increased and severe systemic reactions thus 
being avoided. 

4. Nonspecific desensitization: This may be accomplished by injections of auto- 
serum or autoblood or a preparation of gold, bismuth or foreign protein (boiled 
milk, typhoid vaccine, etc.). 

5. Diet: The Gerson, Herrmansdorffer-Sauerbruch and similar diets, contain- 
ing no salt or equilibrated salt, with restriction of carbohydrates and proteins 


19. Andrews, G. C.: Recalcitrant Pustular Eruptions of the Palms and Soles, 
Arch. Dermat. & Syph. 29:548 (April) 1934. 

20. Ayres, Samuel, Jr., and Anderson, Nelson Paul: Acne Rosacea: Response 
to Local Treatment for Demodex Folliculorum, J. A. M. A. 100:645 (March 4) 
1933. 
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« liberal allowance of fruits, vegetables, fats and minerals, unquestionably exert 
vorable influence on many cutaneous diseases, such as lupus erythematosus. 


General measures to build resistance: Additional vitamins may be added to 

- diet. Adequate rest and sleep, proper functioning of the bowels and an 

abundant intake of fluids are important. Ultraviolet irradiation and sun baths are 

sually contraindicated, since focal infection tends to produce photosensitivity in 
t cases, e.g., in cases of lupus erythematosus and erythema multiforme.?1 


If eradication of the infectious foci is impossible or inadvisable, 
creat benefit may at times result from changing the body’s mode of 
reacting to the infection. The mechanism of such nonspecific types 
of therapy as treatment by a preparation of gold, bismuth, foreign pro- 
tein or autoserum is poorly understood, but the results at times are 
brilliant. Little is known concerning mineral metabolism ; yet if Crile ** 
and others are correct in regarding the living cell as an electrical as 
well as a morphologic unit and the living process as a matter of differ- 
ence in electrical potential, it is apparent that abnormalities of the body’s 
mineral metabolism alter the cellular electrical reactions as vitally as 
changing the metals and the electrolyte in an artificial battery influ- 
ence its output of electrical energy. The Gerson, Herrmansdorffer- 
Sauerbruch diet and similar diets mark a beginning in the attempt to 
understand and influence the body’s mineral metabolism. In a few cases 
of lupus erythematosus and in one case of erythema annulare centrifu- 
gum we have observed striking results from such dietary management 
when other measures had failed.** 

Specific immunization and desensitization constitute an important 
method of altering the body’s reaction to infection in cases in which 
removal of the focus cannot be achieved. The whole problem of treat- 
ment is closely bound up in the understanding of humoral immune anti- 
bodies and cellular allergic antibodies. The term allergy as used here 
indicates allergy of infection: allergy of the tuberculin rather than of 
the hereditary atopic, or eczema-asthma-hay fever, type. Rich, Jennings 
and Downing ** observed that immunity and allergy in infectious diseases 
are distinct entities and can be separated from each other. In a series 
of experiments with rabbits, using Pneumococcus and Pasteurella avi- 
septica, they observed persistence of immunity after abolition of allergy 
by desensitization with intravenous injections of heat-killed organisms. 
They concluded that “even in the highly allergic immune body, therefore, 


21. Anderson, Nelson Paul, and Ayres, Samuel, Jr.: Light Sensitive Derma- 
toses, J. A. M. A. 108:1279 (Oct. 27) 1934. 

22. Crile, George W.: A Bipolar Theory of Living Processes, New York, The 
Macmillan Company, 1926. 

23. Rich, A. R.: Jennings, F. B., and Downing, L. M.: Persistence of Immunity 
After Abolition of Allergy by Desensitization, Bull. Johns Hopkins Hosp. 53: 
172 (Oct.) 1933. 
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allergic inflammation is not necessary for protection against infection, 
and in its absence the body is protected with much less damage to tissue 
than that which occurs in the allergic body.” Their experiments are 
confirmatory of previous investigations by Rich and others. The whole 
matter of the differentiation between allergy and immunity was discussed 
by Martin ** in a recent paper, in which he presented a good bibliography 


of the subject. 

It is thus apparent that treatment with specific bacterial antibodies 
may require certain modifications. Clawson and Wetherby,” as a result 
of experiments with animals and clinical observations of patients with 
chronic arthritis, concluded that the subcutaneous method of giving 
vaccines does not desensitize hypersensitive persons because hypersensi- 
tiveness (allergy) can be produced and maintained by subcutaneous 
injections. On the other hand, intravenous administration of vaccine 
not only desensitizes but confers a much higher degree of immunity as 
measured by the agglutination titer. They also observed that desensiti- 
zation and immunization were not type-specific (various strains of strep- 
tococci were equally effective) but were species-specific. In other words, 
desensitization to streptococci was not brought about by nonspecific pro- 
tein reaction, as in the intravenous administration of typhoid vaccine. 
These observations corroborated work by Swift and Derick ** and 
others. Considerable difference of opinion exists concerning the prepa- 
ration of the vaccine and the dosage. Clawson and Wetherby used a 
9 year old culture of streptococci (strain not stated) from a patient with 
acute rheumatic fever and administered 100,000,000 organisms for the 
initial dose, increasing the dose by 100,000,000 organisms at weekly 
intervals for from eight to ten injections. They recorded slight reac- 
tions, with fever and chills, in about 50 per cent of the patients, but they 
expressed the belief that the degree of reaction had no relation to the 
clinical improvement. 

Rawls, Gruskin and Ressa,?* however, using freshly prepared autog- 
enous organisms grown in Rosenow’s brain broth medium, found that 
severe systemic reactions frequently followed an initial dose of only 
500 organisms. In cases of arthritis they observed better results with 
small doses over a long period. 


24. Martin, Lay: The Recent Trend Toward a Differentiation Between Allerg 
and Immunity, and the Relationship to Clinical Medicine, Ann. Int. Med. 8:483 
(Oct.) 1934. 

25. Clawson, B. J., and Wetherby, M.: Experimental Basis for Intravenous 
Vaccine Therapy in Chronic Arthritis with Summary of Results Obtained in 
Patients, Ann. Int. Med. 5:1447 (June) 1932. 

26. Swift, H. F., and Derick, C. L.: Reaction of Rabbits to Nonhemolytic 
Streptococci, J. Exper. Med. 49:615, 1929. 

27. Rawls, W. B.: Gruskin, B. J., and Ressa, A.: Intravenous Vaccine Therap) 
in Chronic Arthritis, Ann. Int. Med. 7:566 (Nov.) 1933. 
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\lost of the recent clinical work on intravenous vaccines has been 
the treatment of arthritis. Clawson and Allen,** however, reported 
uccessful results by the use of autogenous vaccine injected intrave- 


nously in three cases of chronic pyoderma of different clinical types, 


one of which was a case of acne conglobata. They began with a dose 
of 50,000,000 bacteria (staphylococci), increasing it to 2,500,000,000 or 
to 4,000,000,000 at the eleventh or twelfth injection. Prior to treatment 
the agglutination titer in each case was 1:0. At the conclusion of a 
series of from ten to twelve injections of vaccine at intervals of approxi- 
mately four days, the titer had risen to 1: 12,000, 1: 6,400 and 1: 12,000, 
respectively, 

We have employed the intravenous method of administernig autog- 
enous vaccine almost exclusively during the past four years and feel 
that the results on the whole have been reasonably satisfactory and in 
some cases brilliant. We have encountered no untoward results, although 
caution should be exercised in the treatment of allergic persons, who 
may be sensitive to traces of protein from the culture medium. Our 
dosage is gaged somewhat by the intensity of the preliminary intradermal 
test, read at twenty-four hours. Most patients with acne tolerate an 
initial dose of 25,000,000 organisms, whereas in cases involving a strep- 
tococcic or colon bacillus infection it is preferable to begin with 250,000 
organisms. We try to avoid severe constitutional reactions but always 
warn the patient that he may anticipate from slight to moderate chills 
or fever. The dose can be doubled each time until it produces a slight 
reaction and should then be increased gradually. 

We are not willing to subscribe unqualifiedly to the thesis that vaccine 
administered subcutaneously or intradermally is without value, since we 
have personally observed many instances of benefit from such treatment. 
In view of the present conflicting opinions it seems advisable to make 
a careful record of clinical observations and maintain an open mind. 


SUMMARY 

The problem of focal infection in relation to dermatology is reviewed 
with especial reference to: (1) evidences tending to establish a causal 
relationship between a focus of infection and a clinical disorder; (2) 
important sources of focal infection; (3) history suggesting an active 
focus of infection; (4) cutaneous disorders which may act as foci of 
infection; (5) cutaneous disorders in which focal infection may be an 
important factor, and (6) systemic treatment of cutaneous disorders 
associated with foci of infection. 


2007 Wilshire Boulevard. 


28. Clawson, B. J., and Allen, P. K.: Intravenous Vaccine Therapy in Staphy- 
lococcic Infections, Arch. Dermat. & Syph. 23:894 (May) 1931. 
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Tatum and Cooper? and Gruhzit and his associates? showed that 
mapharsen possesses therapeutic values against experimental syphilis 
and trypanosomiasis comparable to those of the arsphenamines. Foerster 
and his associates * in their paper stated that mapharsen is a potent 
antisyphilitic agent and “its use in a small group of closely observed 
patients has been followed by clinical results which at the present time 
appear as approximately equal to those which we would expect from 
the use of arsphenamine.” 


From the research laboratories, Parke, Davis & Co., and the Venereal Disease 
Clinic, Department of Health. 

1. Tatum, A. L., and Cooper, G. A.: An Experimental Study of Mapharsen 
(Meta-Amino Para-Hydroxy Phenyl Arsine Oxide) as an Antisyphilitic Agent, J. 
Pharmacol. & Exper. Therap. 50:198, 1934; Meta-Amino Parahydroxy Phenyl 
Arsine Oxide as an Antisyphilitic Agent, Science 75:541, 1932. 

2. Gruhzit, O. M.; Lindsay, W. D.; Hendricks, G., and Dodd, M. C.: 
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panosomiasis, Arch. Dermat. & Syph. 32:848 (Dec.) 1935. 

3. Foerster, O. H.; McIntosh, R. L.; Wieder, L. M.; Foerster, H. R., and 
Cooper, G. A.: Mapharsen in the Treatment of Syphilis, Arch. Dermat. & Syph. 
32:868 (Dec.) 1935. 





GRUHZIT ET AL—MAPHARSEN FOR SYPHILIS 433 


CHEMISTRY AND TOXICOLOGY 


Mapharsen, the hemialcoholate of meta-amino-para-hydroxyphenyl- 
arsine oxide, generally referred to as “arsenoxide,” is a relatively simple, 
uniform chemical substance.2 Ehrlich and Bertheim,* Voegtlin® and 
Rosenthal ® described this substance as the active therapeutic agent in 
spirochetosis. 

Arsenoxide is the precursor substance in the synthesis of arsphen- 
amine, and it is also the main breakdown product of the oxidation of 


arsphenamine, as illustrated: 
AsO As AsO 


reduction C) 03 oxidation — O 
NH: NH, N H, NH. 


OH OH OH 


Arsenoxide Arsphenamine Arsenoxide 


The mapharsen (II) substance used in this work is the hydrochloride 
prepared from the pure, crystalline, free base (1). 


AsO-H:O AsO: 1/2 C:H;O0H 


NH, \/ NH: HCl 


OH OH 


Mapharsen free base II 
(crystalline ) Mapharsen 


Mapharsen contains 29.02 per cent of metallic arsenic. It is a dry, 
hygroscopic, stable powder, readily soluble in water. The solution is 
slightly acid, and when exposed to air and agitation for hours it may 
gradually darken. The change of therapeutic effect, however, does not 
occur within from six to eight hours. In this work solutions were not 
kept longer than three hours. 


The maximum tolerated intravenous dose (M.T.D.) of mapharsen 
for rats is from 16 to 18 mg. per kilogram of body weight. When 


4. Ehrlich, P., and Bertheim, A.: Ueber das Salzsaure, 3,3 Diamino-,4-4 4 
Dioxy-Arsenobenzol und seine nachsten Verwandten, Ber. d. deutsch. chem. 
Gesellsch. 45:756, 1912. 

5. Voegtlin, C., and Smith, H. W.: Quantitative Studies on Chemotherapy, 
J. Pharmacol. & Exper. Therap. 15:475, 1920; 16:199 and 449, 1920. Voegtlin, C.: 
The Pharmacology of Arsphenamine (Salvarsan) and Related Arsenicals, Physiol. 
Rey. 5:63, 1925. 

6. Rosenthal, S. M.: Formation of Arsenoxide from the Arsphenamines in 
the Living Animal and in the Test-Tube Oxidations, Pub. Health Rep. 47:933, 
1932, 
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administered intramuscularly the drug is somewhat less toxic—the 
maximal tolerated dose being about 22 to 24 mg. per kilogram of body 
weight. Orally the drug is from 6 to 8 times less toxic—about 150 mg, 


per kilogram of body weight can be administered to albino rats. The 
toxic effect in animals (rats) lasts only from three to five hours. A\l 
animals surviving this period usually remain alive indefinitely.’ 

Study of the elimination of mapharsen by dogs shows that from 40 
to 45 per cent is passed in the urine and from 55 to 60 per cent in the 
feces. In one week dogs eliminate from 65 to 95.5 per cent of the 
mapharsen administered. After the administration of multiple doses 
for several weeks to dogs, about 60 per cent was eliminated weekly, 
In the case of human beings Tatum and Cooper’ reported elimination 
of 80 per cent in one week. Chemical analysis indicates that the reten- 
tion of arsenic in various organs and tissues after injection of 
mapharsen is from one-tenth to one-twentieth as great as that observed 
after a therapeutically equivalent dose of arsphenamine or neoars- 
phenamine. The liver and kidneys contain about equal amounts of 
arsenic after injections of mapharsen.’ 

Histologic changes induced by mapharsen have been reported briefly 
by one of us (O. M. G.). Even with maximal tolerated doses in dogs 
the liver escapes severe damage. The kidneys appear more severely 
injured, particularly in the region of the convoluted tubules. Recovery, 
however, ensues in from two to three weeks, leaving either a fibrous 
scar or fatty infiltration. In animals chemical changes in the blood? 
began to appear with five times the clinical dose for human patients of 
1 mg. of mapharsen per kilogram of body weight. 


PROCEDURE 


The Method.—The results presented here cover a study of mapharsen in the 
treatment of ambulatory patients with syphilis, men and nonpregnant women. 
The patients passed through a diagnostic clinic of which the routine procedure 
included the recording of the past and present history and social status and the 
results of serologic, physical and dark field examinations. Each patient with 
syphilis received mapharsen; 0.04 Gm. was the initial dose, and subsequently 0.04 
Gm. for women and 0.06 Gm. for men was given once weekly for a period 
of eight weeks. A course of mapharsen alternated with a course of weekly 
injections for eight weeks of a preparation of a heavy metal, usually mercury 
salicylate, 1 grain (0.065 Gm.) per dose for women and 1.5 grain (0.097 Gm.) 
per dose for men. In one year each patient received three courses of mapharsen, 
two of mercury salicylate and one of 12 injections of bismuth subsalicylate 
(from 2 to 3 grains [0.130 to 0.194 Gm.] per dose). In case of intolerance for 
mercury bismuth was substituted. The treatment was continuous without rest 


7. A complete study of elimination will be reported later. 
8. Gruzhit, O. M.: Arsenoxide (Meta-Amino-Para-Hydroxy Phenyl Arsen- 
oxide) in Experimental Animals, Arch. Path. 18:582 (Oct.) 1934. 
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is for one year or until a year’s equivalent of the drug had been administered. 


six courses of treatment the patients were given a rest period of two months, 
which a serologic study determined the further course of procedure. Patients 
, negative serologic reaction of the blood were submitted to a spinal puncture. 
rest period was further extended if the blood and spinal fluid were normal 


permission for spinal puncture was not obtained. Patients with a positive 


tion of the blood, if the reaction of the spinal fluid was negative, received 
ther continuous half-year’s course of treatments with mapharsen and heavy 
For patients whose spinal fluid gave a positive reaction tryparsamide was 
substituted. 
During the period of treatment serologic tests of the blood were repeated after 
course, i. €., about every two months. The Kahn test was used exclusively. 
rmality of the spinal fluid was evaluated by the colloidal gold curve, the Kahn 


tion and the cell count. 


rasLtE 1—Number of Men and Women Treated and Number of Courses 
(Eight Injections Each) Received by Each Patient 


Mercury Bismuth Number of 
Mapharsen, Salicylate, Subsalicylate, Patients 
Courses Courses Courses | main ey 
(8 Injections) (8 Injections) (12 Injections) Men Women 
I 195 309 
First (complete) 1 te ue 446 452 
1 : 338 570 
304 218 
227 264 
247 99 


378 


Course 
First (incomplete) 1 to 6 injections 


2,290 


47.4 


Total number of patients 


Percentage 


Administration of Mapharsen—A solution of mapharsen was prepared for a 
known number of patients, usually 20 or 30 at a time. The solution was made 
up on the basis of 0.01 Gm. to 2 cc. of sterile distilled water. The water was 
measured into a sterile beaker; the required number of ampules of mapharsen 
vere opened, and the ingredients were dropped into the water and stirred with 

sterile glass rod. Sterile syringes with a 20 gage needle attached were filled 
vith the required amount of solution for each patient. The preparation of 
the patient and the injection occurred in rapid succession. The patient was 
called from a standing line; he took a seat in front of the operator; the attendant 
announced the proper dose and applied a tourniquet to the extended arm, and the 
perator, after sterilizing the site of injection, emptied the contents of the syringe 
into the distended vein. On an average, about fifteen seconds was taken to inject 
the required amount of mapharsen. 

Estimation of Clinical Results—Treatment was instituted during the week of 
Sept. 21, 1932, with 33 patients. The following week 61 more patients were 
treated. During the third week 92 patients were added, etc. During the first 
three months about 476 doses were given weekly. During the remaining period of 
study about 486 injections were given weekly. The total number of doses given 
in a period of two and one-half years, to April 1, 1935, was 75,589 to a total of 
4,841 men and women. 

Of the total number of patients, 2,551 men and 2,290 women, there were 1,893 
men and 1,437 women whose record as to the condition of the blood was suitable 
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for statistical classification (table 2) but of whom only 1,468 men and 891 women 


have received treatment for six months or more, at the time of writing, and only 
these patients were used to estimate the serologic changes presented in table 3 


TaBLe 2.—Classification of Patients as to the State of the Lesions, the Previous 


Treatment and the Amount of the Present Treatment Irrespective of 
Method of Treatment 








Patients Who 
Course Completed from 
a ~ 3to6 Courses 
First, Third, Fifth, Sixth, -—-———-——_, 
Maph- Second, Maph- Fourth,Maph- Bis- Total Per- 
arsen Metal* arsen Metal* arsen muth No. centage 
Reaction of Blood Oy OOO OO ST So OO 
After Treatment aw. aL. MP. MD. oP. EL. FD. BP: GE SR 


A. Seronegative Primary Syphilis Untreated Previously 





Kahn reaction 
Remained negative > © 4 6-2 
Became positive............. 3; 8 ££ ¢ 4 


265197 8 6 S&S 


Total number of patients 13 0 6 3 2 


=: 
5 60 2 ees : we 
2 


a oe a te | 87 8 


B. Seropositive Primary Syphilis Untreated Previously 
Kahn reaction 
Became negative o we - Le 2 2 
Remained positive oe i a ee °-64¢iD.3 


Total number of patients 22 6 14 6 16 1 16 bts Fe £ 


©. Secondary Syphilis Untreated Previously (Early and Late) 

Kahn reaction 
Became negative 5 Ss .H © 4.8 30 49 13 72 29 
Remained positive ; i 8. 6 2 s 5 423 9 


Total number of patients 12 5 12 19 18 6 10 10 13 5 54 17 9% 38 
D. Early Syphilis Treated Previously, Kahn Reaction Positive 
Kahn reaction 


Became negative 
Remained positive 


Total number of patients 2 


E. Early Syphilis Treated Previously, 

Kahn reaction 
es = 
0 0 90 


Total number of patients 3 43 } Oe 8 4 21 12 


F. Late Syphilis Treated Previously, Kahn Reaction Positive 
Kahn reaction 
Became negative............ 20 21 26 72 28 33 37 36 41 201538 65 259 153 
Remained positive 64 43 70121 69 51 78 91 87 24 304 153 538 319 


Total number of patients 84 64 96 1938 97 84 105 127128 44 457 218 797 472 


G. Late Syphilis Untreated Previously, Kahn Reaction Positive 
Kahn reaction 
Became negative 16 10 20 15 11 11 27 9 10 32 36 67 8 
Remained positive 7 3 55 96 43 37 36 42 32 28 59 67 170 172 


Total number of patients 84 66 65116 58 48 47 59 41 38 91 102 237 255 


H. Late Syphilis Treated Previonsly, Kahn Reaction Negative 


Kahn reaction 
Remained negative 12 17 


§ 2 8 4 4 2 68 72 
Became positive : 2. @  ¥ £18 2 


Total number of patients 1 26 5 221 5 2 5 47 32 72 82 





* Usually indicates a course of mercury salicylate. 


The results shown in table 2 are summarized in table 3. These results present 
the average findings after the patients had received a minimum of two courses 
of mapharsen and one of heavy metal or a maximum of three courses of mapharsen 
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nd three courses of heavy metal in a period of from six months to two and 

ne-half years; that is, the results are based on changes in serologic reaction in 

natients completing from half to a complete time treatment ® course, irrespective 
regularity of attendance. “Time treatment” 1° denotes the length of time required 
dminister the complete course of treatment, as illustrated in table 4. 


FFECT OF MAPHARSEN IN PATIENTS WITH EARLY SYPHILIS 


The average incidence of reversal of the serologic reaction of the 
blood (table 3) for men and women under the usual clinical conditions, 
rrespective of regularity of attendance at the clinic for treatment, 
appears to be comparable with the best results obtained by the best 
methods of treatment with arsphenamine. 


pLE 3.—Serologic Results in 2,359 Syphilitic Patients Under Time Treatment 
with Mapharsen by Any Method for Any Period of Time After Six 
Months and Not Exceeding Two and One-Half Years 











Kahn Reaction Negative, 
Percentage 
atta 





Men and 
Men Women Women 
Serones atles DMO PEs eke ee kiko r ech sas eeeeeesrvontaeds 87.3 75.0 86.3 
RerODOsl seve ees III or dus oni 000 seo veeepaedeniesdcecctete 79.8 83.7 79.4 
Secondary (early and late) 75.8 76.3 76.0 
Early syphilis treated previously (Kahn reaction positive) 71.7 62.5 69.7 
Early syphilis treated previously (Kahn reaction negative) 95.3 100.0 97.0 
Late syphilis treated previously (Kahn reaction positive) 32.8 32.4 $2.4 
Late syphilis untreated previously (Kahn reaction positive)... 28.3 32.5 30.5 
Late syphilis treated previously (Kahn reaction negative) 91.5 88.0 90.0 





TABLE 4.—Definition of “Time Treatment” 








Theoretical Actual Time to Complete Treatment, Weeks 
Time to — thot 

Mapharsen, Heavy Complete Continuous Irregular 
Number of Metal, Treatment, - —_* i 
Courses Courses Weeks Average Variation Average Variation 
2 1 24 B 24 to 28 44 29 to 95 

2 40 40 to 52 73 53 to 121 

3 52 5: 52 to 64 80 65 to 125 











The action of mapharsen on the serologic reaction of the blood is 
more clearly brought out by a comparison of continuous treatment with 
irregular or intermittent treatment in patients with early syphilis. 

The terms continuous and irregular as applied to treatment here 
definitely imply both the amount of the drug or the number of injections 
and a definite period of time. A certain reasonable amount of irregu- 
larity of attendance has, however, been allowed under continuous treat- 


ent, as noted in table 4. 


9. Stokes, J. H.; Cole, H. N.; Moore, J. E.; O’Leary, P. A.; Wile, U. J.; 
Clark, T.; Parran, T., Jr., and Usilton, L. J.: Codperative Clinical Studies in 
the Treatment of Syphilis, Ven. Dis. Inf. 13:207, 1932. 

10. “Time treatment” has the same meaning as implied in the studies of the 
Cooperative Clinical Group.® 
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In table 5 changes of serologic reaction and serologic relapses are 
presented in terms of increasing time treatment in the same group of 
patients under continuous treatment and under irregular or intermittent 
treatment. It is attempted to ascertain the direction of shift of the 
serologic reaction of the blood and to indicate the incidence of change in 
serologic reaction in early syphilis while the patient is under treatment. 

With continuous treatment a favorable shift in reaction occurred in 
95.6 per cent of the patients with seronegative primary syphilis in the 
first six month period of time treatment and in 100 per cent in the ninth 
and twelfth months of time treatment. A relapse in serologic reaction 
occurred in 4.4 per cent of the patients with seronegative primary 
syphilis during the first half-year they were under continuous treatment. 
In the second half of the time treatment period, no serologic relapse 


TABLE 5.—Reversal of Serologic Reaction in the Same Group of Patients with 
Early Syphilis Under an Increasing Amount of Time Treatment, with 
Continuous Treatment and with Irregular Treatment 


Seronegative Seropositive Secondary 
Number Syphilis, Number Syphilis, Number Syphilis, Number 
of of Patients of Patients of Patients 
Injec- -— 7A eH — — A 
Kahn Reaction Kahn Reaction Kahn Reaction 


i 


"J 


Positive 


Total 
Total 


Method of 
Treatment 


aL 
bm 
oe 
= 


Percentag 


wo Positive 
> Negative, 


=I 
aah 
om 


> Weeks 


om &£ 


Sm I 


aT) 


a 
3 
Be Sw wo 


i 
on 
wo 


mro s30o oro: Positive 


44 
44 3; $s 33 88 100.0 


738 2 5 «6288 82.6 


Sito em Percentage 


ae HS Negative, 


> HOOD 


55 2 2 y y 4 100.0 


30 2 28 } 3 3 81.2 


o¢ 
§ 





occurred in patients under continuous treatment. With irregular treat- 
ment the reversal of serologic reaction occurred in 78 per cent of patients 
in the first half of the period of time treatment and in 82.6 and 81.2 
per cent in the second period of time treatment. The regularity of 
treatment of early seronegative primary syphilis increased the incidence 
of satisfactory serologic results by about 19 per cent; in other words, 
irregular treatment with mapharsen led to an incidence of serologic 
relapse of 19 per cent, as compared with no relapse with continuous 
treatment. 

Ten and six-tenths per cent of the patients with seropositive primary 
syphilis under continuous treatment either retained a positive reaction 
of the blood or had a relapse under treatment in the first half of the 
period of time treatment. During the remaining half of the time treat- 
ment period the reversal of serologic reaction in these patients was 
retained through the period at a level of from 91.2 to 92 per cent. 
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Under irregular treatment 71.1 per cent of the patients with sero- 
positive primary syphilis responded with reversal of serologic reac- 
ti mn; that is, in 28.9 per cent of the patients the serologic reaction either 
remained positive or relapsed during the first half of the initial time 
treatment period. At the end of the time treatment period only 19 per 
cent had a positive serologic reaction, i.e., increasing time treatment, 


even if irregular, tends to increase the incidence of favorable serologic 


response in persons with seropositive primary syphilis. 

(Of the patients with secondary syphilis (early and late) under con- 
tinuous treatment with mapharsen, 80 per cent showed serologic reversal 
in the first half-period of time treatment. In the second half-period of 
tine treatment reversal of the serologic reaction occurred in 97 per cent 
if the patients; that is, at the end of a year of continuous treatment 


BLE 6.—Serologic Results in Patients with Early Syphilis Under Continuous 
and Under Irregular Time Treatment and Observation for Six Months 
or Over and for Twelve Months or Over in Men 


Time Treatment for Time Treatment for 
6 Months or Over 12 Months or Over 
— A a - - 


- A— —— 


Con- Con- Ir- Con- Con- Ir- 
tinuous Irregular tinu- regu- tinuous Irregular tinu- regu- 

———~_—  SOouss, lar, -——-—~ -———~——_>_ ous, lar, 
Kahn reaction...........Nega- Pos- Nega- Pos. Nega- Nega- Nega- Pos- Nega- Pos- Nega- Nega- 
tive itive tive itive tive tive tive itive tive itive tive tive 

Syphilis Number of Patients Percentage Number of Patients Percentage 

- 73.0 24 0 13 3 100.0 81.2 
Seropositive primary.... 42 5 37 ; 89.4 71.1 23 2 17 4 92.0 81.0 
Secondary untreated.... 40 80.0 71.1 3 l 16 4 97.0 80.0 
Early syphilis treated... 22 : 29 81.5 60.5 18 3 11 4 85.7 73.3 


ronegative primary... 44 { 32 { 95.6 


there were only 3 per cent of patients in whom the reaction had 
remained positive or relapsed. Under irregular treatment patients 
with secondary syphilis responded in essentially the same way as did 
those with seronegative or seropositive primary syphilis—the incidence 
of serologic reversal was slightly above 70 per cent for the first half 
and about 80 per cent for the second half of the time treatment period. 

The incidence of reversal of serologic reaction in patients with early 
syphilis progressively increased with increasing time treatment. The 
best results were obtained with continuous treatment. 

The serologic results noted in table 5 dealt with patients who had no 
other treatment previous to mapharsen therapy. A small group of 
patients with early syphilis who had received some neoarsphenamine 


therapy for from one to several courses and who had relapsed or retained 
a positive serologic reaction of the blood before they were placed on 
mapharsen therapy are classified together with the untreated patients 
(table 6) in the study of the ultimate outcome of mapharsen therapy. 
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Patients with early syphilis who had previously received one or more 
courses of treatment and who retained a positive serologic reaction of 
the blood when placed under continuous treatment with mapharsen for 
six months or more showed an incidence of reversal of the reaction of 
the blood of 81.5 per cent; that is, reversal in serologic reaction of the 
blood was of about the same frequency as that in untreated secondary 
syphilis. Under irregular treatment the results were less satisfactory 
(reversal in 60.5 per cent of the patients) as compared with those in 
previously untreated patients (reversal in 71.1 per cent). Time treat- 
ment for twelve months or over with continuous treatment produced 
reversal of the serologic reaction of the blood in 85.7 per cent of the 
patients, as compared with reversal of the serologic reaction in 97 per 


TABLE 7.—Reversal of the Serologic Reaction in Patients with Early Syphilis 
Under Continuous and Under Irregular Time Treatment in Periods of 
Six Months and Over of Time Treatment and Twelve Months 
and Over of Time Treatment 








Time Treatment for Time Treatment for 
6 Months and Over, 12 Months and Over, 
Kahn Reaction Negative, Kahn Reaction Negative, 
Syphilis Percentage Percentage 


Seronegative primary 
Continuous treatment 95.6 
Irregular treatment 8.0 
Seropositive primary 
Continuous treatment 
Irregular treatment 
Secondary (early and late) 
Continuous treatment 
Irregular treatment 
Early syphilis previously treated 
Continuous treatment 
Irregular treatment 








cent of previously untreated patients with secondary syphilis. Twelve 
months of irregular treatment produced reversal of serologic reaction 
of the blood in only 73.3 per cent of the patients. 

The average end-results of mapharsen therapy in various stages of 
syphilis are brought out in table 6 and summarized in table 7. 

Whether with continuous or with irregular treatment the percent- 
age of instances in which reversal of the serologic reaction occurs 
becomes more favorable as the time treatment increases. With con- 
tinuous treatment, at the end of a twelve month period of treatment, 
a reversal was reached in 100 per cent of the patients with seronegative 
primary syphilis, in 97 per cent of the patients with secondary syphilis 
and in 92 per cent of the patients with seropositive primary syphilis. 
With irregular treatment the percentage of cases in which reversal of the 
serologic reaction occurred was considerably lower in patients with all 
types of early syphilis, being, respectively, 81.2 in those with sero- 
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negative primary syphilis, 81 in those with seropositive primary syphilis 
and 80 in those with secondary syphilis. 

In the whole group of patients with early syphilis under continuous 
treatment for six months or over, reversal of the serologic reaction of 
the blood occurred in 88.1 per cent after the first half-year and in 96.3 
per cent after twelve months of continuous treatment. With irregular 
treatment the incidence of reversal of the serologic reaction in the corre- 
sponding periods was 73.2 and 80.6 per cent, respectively (table 8). 

Under all methods of treatment with mapharsen 80.8 per cent of 
patients with early syphilis showed serologic reversal after six months 
or more of time treatment, and 90 per cent showed reversal after twelve 


months or more of time treatment. 


Taste 8.—Reversal of the Serologic Reaction in Patients with Early Syphilis 
Treaied with Mapharsen and Heavy Metal Under Continuous Treatment, 
Under Irregular Treatment and Under All Methods 
of Time Treatment 








Time Treatment for Time Treatment for 
6 Months and Over 12 Months and Over 


ae A 





a 
Kahn Kahn 
Reaction Reaction 
Number of Negative, Number of Negative, 
Methods of Treatment Patients Percentage Patients Percentage 
ContinuOOs,occks doc ceeenekecevessscwmatac 143 88.1 3 96.3 
729 


Irregular { 73.2 
All methods of treatment 30.3 








SEROLOGIC RELAPSE 
The incidence of serologic relapse in patients with early syphilis 
after completion of a minimum of one year of treatment and a minimum 
probation period of two months is summarized in table 9. The number 
of patients on probation was too small and the duration of the period 
was too short to justify classification into different types of early 
syphilis. It is aimed here only to sample the trend of progress for the 
whole group of patients with early syphilis, and consequently the group- 
ing is made only in accordance with the length of the period of probation. 
Of 121 patients with early syphilis who had been on probation 
for from two months to two years, 14.9 per cent showed a return 
to a positive serologic reaction. Of the 71 patients on probation for a 
period of from two to four months, 15.5 per cent had a relapse. In the 
group of 50 patients on probation for from five months to two years, 
14 per cent had a relapse. 
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EFFECT OF MAPHARSEN ON SPIROCHAETA PALLIDA 

An early disappearance of spirochetes from the moist lesions in 
early syphilis is an index of the effectiveness of an arsenical preparation 
in the treatment of syphilis. Foerster and his associates * stated that an 
injection of 0.06 Gm. (60 mg. of mapharsen) cleared the lesion of 
spirochetes in from eight to fourteen hours. In our series the admin- 
istration of 0.04 Gm. (40 mg.) of mapharsen without local treatment 
resulted in the disappearance of spirochetes from the moist lesions in 
some cases in less than twenty-four hours, while in others it took a 
longer period (forty-eight hours), but in all cases in which lesions 
were examined no spirochetes were found on the third day after the 
treatment, as noted in the accompanying protocols. 


TABLE 9.—Serologic Relapse in Period of Probation After One Year of Time 
Treatment of Early Syphilis 


Number of Patients 
— A — 


iia : 
Kahn Reaction Negative Positive 


PN is whine dpe themes Kaba Sead mesaneerieas made extn imate 60 11 
ee no 6600s Jae s0K0e eke sbieUhe C0 cede Ron esinaviokenhooe-e eve 18 2 
Ry ee EI oon oih.c Ces culdac’ cbseessva noees Gohbas cs eee pee euab ees 6 3 
ass occ rcbssvevectbaccjexsueeGunteecelreebastaacrdeees 3 

Re Ascent cscdeveVencsbadewadcetanccrssbuscvacsaswene 

ee re ceils dev conic cwaandevedwiscenens caenbaecdanecewbantoateas 


CAsE 1.—On Sept. 21, 1933, a sore of three weeks’ duration was present in the 
sulcus of the glans penis. Dark field examination showed 5 spirochetes per field. 
The patient received 0.04 Gm. of mapharsen. On September 22, dark field exam- 
ination gave negative results. 

Case 2.—The patient had a sore of six weeks’ duration which was healing. 
A secondary rash was present. On Oct. 17, 1933, dark field examination showed 
2 spirochetes per field. Mapharsen (0.04 Gm.) was given. On October 18 dark 
field examination showed 1 spirochete in twenty fields. On Oct. 19 and 20 dark 
field examination gave negative results. On October 24 the sore had healed. 

CasE 3.—The patient had a small indurated sore in the sulcus and a few macules 
on the glans penis. On Oct. 31, 1933, dark field examination revealed 2 spiro- 
chetes per field. Mapharsen (0.04 Gm.) was administered. On November 1, no 
change was apparent. On November 2, 1 spirochete was present in one hundred 
fields. On November 3 dark field examination gave negative results. 

Case 4—On Oct. 31, 1933, a small sore was present, with no induration. A 
few spirochetes were found on the third slide examined. Mapharsen (0.04 Gm.) 
was administered. On November 1 dark field examination gave negative results. 

Case 5.—A sore of two weeks’ duration was present on the prepuce. On 
Nov. 7, 1933, dark field examination showed 5 spirochetes per field. Mapharsen 
(0.04 Gm.) was administered. On November 8 dark field examination showed 
1 spirochete in two fields. On November 9 dark field examination gave negative 
results. 





GRUHZIT ET AL—MAPHARSEN FOR SYPHILIS 443 


\sE 6.—A large indurated ulcer was present on the glans penis. On Nov. 5, 
> dark field examination showed 2 spirochetes per field. Mapharsen (0.04 Gm.) 
. administered. On November 16 dark field examination showed 1 spirochete 
hundred fields. On November 17 and 18 dark field examination gave negative 
ults. 
Case 7.—An ulcer was present in the sulcus. Dark field examination on Dec. 
2. 1933, showed 3 spirochetes per field. The patient received mapharsen (0.04 Gm.). 
Dark field examination on December 5 and 6 gave negative results. 
Case 8—An ulcer was present in the sulcus of the penis. On Jan. 6, 1934, 
lark field examination showed 1 spirochete per field. The patient received 0.04 
Gm. of mapharsen. On January 9 and 10 dark field examination gave negative 


HEALING OF LESIONS 


The rate of healing of the lesions is a variable factor and consider- 


ble statistical material would be required to obtain the average rate 


al 


if healing. In this report we wish only to call attention to some cases 


observed. 

Case 9.—On Feb. 6, 1933, a chancre 3.5 by 1.5 cm. was present over the shaft 
i the penis. The patient received 0.04 Gm. of mapharsen. On February 15 the 
nduration was gone, and the size was 2.5 by 0.9 cm. He received 0.06 Gm. of 
mapharsen. On February 22 the lesion was entirely healed; that is, the lesion 
healed in two weeks after 2 injections of mapharsen. 

Case 10.—An ulcer had been present in the sulcus of the penis for three weeks. 
Spirochetes were present. Mapharsen, 0.04 Gm., was given on March 9, 1933. 
On March 15 the lesion was almost entirely healed, leaving slightly visible hyper- 
emia, 

Case 11.—An indurated, encapsulated chancre was present on the upper eyelid. 
Mapharsen was administered, 0.04 Gm. on Sept. 19, 1933, and 0.06 Gm. on Sep- 
tember 25. On September 29 the lesion had almost involuted and induration had 
disappeared. On October 9 the lesion was entirely healed; that is, the lesion 
healed with 3 injections in four weeks. 

Case 12.—The patient was a woman. Condylomata lata were present. Dark 
held examination showed S. pallida. On Sept. 28, 1933, mapharsen (0.03 Gm.) 
vas administered. On October 5 and 12 mapharsen was given (0.04 Gm. each 
time). On October 18 the lesions were entirely healed; that is, the lesions healed 
with 3 injections in less than four weeks. 

Case 13.—Multiple lesions were present on the labia minora and the fourchet. 
Dark field examination revealed spirochetes. Mapharsen (0.04 Gm.) was given 
on Sept. 22, 1933. On October 18 the lesions were healed; that is, they healed 
with 3 injections in about four weeks. 

Case 14.—The patient was a man with a tertiary nodular ulcerating syphilid 
over the back and shoulders. On June 13, 1933, mapharsen (0.04 Gm.) was given. 
On July 2, after 3 doses of mapharsen, the lesions had entirely healed, except for 
the retention of pigmentation. 

Case 15.—Gumma of the upper lip was present. On Nov. 22, 1933, mapharsen 
(0.04 Gm.) was given. On December 20, after 5 weekly injections of mapharsen, 
the lesion had entirely involuted and healed. 
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It is evident from these cases that syphilitic lesions, whether pri- 
mary, secondary or tertiary in type, healed readily in a rather short 
time under treatment with mapharsen. 


RECURRENCE OF LESIONS AND FASTNESS TO MAPHARSEN 
UNDER TREATMENT 

In this analysis of 4,841 cases in which patients were treated with a 
total of 75,589 injections of mapharsen, no recurrence under regular 
treatment was noted. There was no instance of fastness to mapharsen 
as far as the lesions or spirochetes were concerned. All syphilitic 
lesions, irrespective of their duration, responded remarkably well to 
mapharsen therapy. Under irregular treatment 2 patients acquired 
malignant multiple ulcerating secondary lesions, particularly on and 
around the genitalia. These patients received a few injections (3 or 4 
and then discontinued treatment for several months. Subsequent regu- 
lar treatment cleared the lesions. In a patient with papulomacular pig- 
mented secondary syphilis there developed acute early neurosyphilis. 
The patient received 8 injections of mapharsen and 8 of mercury sali- 
cylate. Then he dropped out of the clinic for eight months. On read- 
mittance, he showed disturbance of mentality, a positive colloidal gold 
curve and Kahn reaction and an increased cell count of the spinal fluid, 
and a positive Kahn reaction of the blood. 


ABORTIVE EFFECT 


Four patients with early syphilis had received only a small part of 
the required time treatment when they stopped treatment. Two of 
these each received only one course of 8 injections of mapharsen. One 
of these 2 reappeared a year later, physically and serologically free from 
syphilis. The other had a negative Kahn reaction of the blood six 
months after cessation of treatment. The other 2 had received two 
courses of mapharsen and after a year’s absence from treatment they 
were free from lesions and the Kahn reaction of the blood was negative. 
In none of the cases was the spinal fluid examined. 


SPINAL FLUID FINDINGS 


The spinal fluid was examined for only 34 patients with early 
syphilis after the completion of six courses of treatment and a rest 
period of from two to eight months. In this group, there were 3 
patients with abnormal spinal fluid—1l showed a cell count of 21 per 
cubic millimeter, a colloidal gold curve of 3332000000 and a negative 
Kahn reaction. The other 2 appeared to have syphilis of borderline 
type; 1 had a cell count of 10 per cubic millimeter, a colloidal gold curve 
of 1122100000 and a negative Kahn reaction, and the second showed a 
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| count of 10 per cubic millimeter on one count and 3 cells per cubic 
‘Jlimeter on another; the colloidal gold curve was 1122110000, and 
the Kahn reaction was negative. 
Cases in which the cerebrospinal fluid was examined are few, and 
. period of observation has been too short to render definite conclu- 
sions as to the incidence of cerebrospinal involvement. It is feasible, 
however, to “sample the trends,” and on this basis it is evident that 
although the patients have received only the equivalent of one year of 
time treatment mapharsen has not permitted the development of abnor- 
mality of the spinal fluid in patients treated for one year by a regular, 
continuous block method. Abnormalities in the spinal fluid have 


appeared in 27 per cent of the patients under irregular attendance for 


treatment. With all methods of time treatment, the central nervous 
system became involved in’ 8.2 per cent of the patients with early 


syphilis. 


LE 10—Findings in the Spinal Fluid of Patients with Early Syphilis After 
Treatment of One Year or Longer 
Number Weeks to Com Spinal Fluid Percentage 


Method of of plete 6 Courses — ~ — “~ s 
Treatment Cases of Treatment Normal Abnormal Negative Positive 


Continuous..... 23 52 to 64 23 0 100.0 0.0 
=e 9 ad 


Irregular......... oe 65 to 84 8 : (2.4 27.3 


thods 3 31 } 91.2 8.2 


UNFAVORABLE REACTIONS AND COMPLICATIONS FOLLOWING 
MAPHARSEN THERAPY 


The estimation of the number of unfavorable reactions due to 
mapharsen in a series of 75,589 injections administered to 4,841 patients 
luring two and one-half years of study is difficult because the reactions 
were mild or only moderately severe. For this reason it is hard at 
times to ascertain the etiologic factor. In addition, the courses of 
mapharsen alternated with those of mercury or bismuth, and some of 
these reactions were undoubtedly due to the latter or to their side-effects. 

It is possible to state at the time of writing that 75,589 injections of 
mapharsen have been administered to 4,841 patients with no death 
reported as due to mapharsen and no instance of hemorrhagic encepha- 
litis, acute severe jaundice, hemolytic or agranulocytic anemia or severe 
typical nitritoid crisis. There were 2 men who had syncope immediately 
after the injection, which necessitated the use of epinephrine for cardiac 
stimulation. Both patients complained of severe pain in the arm, and 
the arm was somewhat swollen and painful after the injection, but both 
patients were able to continue the treatment with no further difficulty. 
One woman, a few minutes after the eighth injection of mapharsen 





446 ARCHIVES OF DERMATOLOGY AND SYPHILOLOGY 


had vertigo, pain in the chest, dyspnea, pallor, itching skin, unconscious- 
ness and a weak, barely perceptible pulse, suggesting shock. She was 
given 0.5 cc. of a solution of epinephrine. In about fifteen minutes after 
the treatment, urticaria appeared. Within an hour she completely recoy- 
ered and went home unassisted. In 2 other women the symptoms were 
mild. The appearance of these reactions suggested shock rather than 
a nitritoid crisis. 

Exfoliative dermatitis of moderate severity following treatment with 
mapharsen developed in 13 men, of whom 1, after 9 injections of 
sodium thiosulphate, was able to continue the mapharsen therapy. 
Another man, who had received neoarsphenamine therapy in 1916, 


TABLE 11—Complications Among 2,551 Men and 2,290 Women Requiring 
Discontinuation of Mapharsen Therapy 








No. of Patients Percentage Total Percentage 
OF OY of Male and 

Male Female Male Female Female Patients 
EIR os cise csaahk doded Runes bens deae } 30 0.62 1.31 0.95 
Systemic reaction : ; 0.5 2.0 1,22 
Gastro-intestinal 2 0.15 5.41 2.64 
Urticaria and erythema ’ 0.08 0.61 0.33 
Edema of face and general edema , 2 0.08 0.52 0.28 
0.0 0.91 0.43 
0.04 0.18 0.10 
0.08 0.13 0.10 
0.0 0.09 0.05 
0.09 0.08 0.02 
Atrophy of optic nerve 3 0.12 0.0 0.06 
ca csck ceive cecarssehecsuals 3 0.31 0.70 0.5 
0.0 0.22 0.10 
0.0 0.04 0.02 
0.0 0.04 0.02 


Number Percentage 


Total number of men with reactions 51 or 1.99 
Total number of women with reactionS...............eeeeeceeeeeees 281 or 12.27 


or 6.84 


* Two patients with latent syphilis of over ten years’ duration, one previously untreated, 
the other insufficiently treated, acquired optic atrophy under treatment with mapharsen and 
heavy metals. In a third case, associated with progressive atrophy of the optic nerve, the 
condition became arrested and remained stationary under mapharsen and heavy metal therapy. 


acquired a mild exfoliative dermatitis toward the end of a course of 
8 injections of mercury salicylate, which was preceded by 8 injections 
of mapharsen. At the conclusion of a course of mercury salicylate, he 
received 2 injections of 0.04 and 0.06 Gm. of mapharsen, and the 
mild exfoliative dermatitis changed into a rather severe exudative crus- 
taceous dermatitis. After a long period (eight months) of administra- 
tion of sodium thiosulphate the lesions healed entirely. He was then 
placed on a regimen of bismuth salicylate, and after the second dose 
the cutaneous lesions recurred in the same degree of severity. 


Fifty men and 281 women discontinued treatment because of unfa- 
vorable reactions. None of these patients were ill enough to require 
hospitalization. Of this group, 21 men and 46 women received sodium 
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sulphate medication. Others received no medication. This group 


luded 24 patients who had myocardial complications which inadver- 
tly were not diagnosed prior to the commencement of the treatment 
who consequently were included in the group of patients taken off 
treatment. 
In the group of reactions were included complaints which were men- 
ned on the initiative of the patient and which on examination were 
substantiated, partly or wholly. We have felt a need to include in a 
parate grouping complaints which were suggested to the patient by 
an inquiry as to how he or she felt after the “last week’s” injection. 
It is difficult to ascribe any particular value to these complaints ; at least, 
the patients did not feel it worth while to mention them except under 
questioning. The complaints mentioned on inquiry are presented in 
table 12. 
Taste 12.—Complaints Mentioned on Inquiry by Men and Women Under 


Treatment 


Number of No Gastro- Feeling Chill, 
Patients Compli- intestinal of Fever, Head- Dizzi- Tooth- 
Date of Inquiry Questioned cations Upset Illness Malaise ache ness ache 


Nove! eenice 159 127 10 7 0 3 0 
June , yaks 119 37 0 


246 


250 
201 


Complaints mentioned on inquiry by patients of both sexes consti- 
tuted 18.5 per cent, of which 11.2 per cent were referred to the gastro- 
intestinal tract, and 6.7 per cent were referred to general disturbances. 

Table 11 shows that of 6.83 per cent of patients who stopped treat- 
ment because of unfavorable reactions, 2.64 per cent did so because 
of gastro-intestinal disturbances. Table 12 shows that the greatest 
percentage of complaints made on inquiry were referred to the gastro- 
intestinal tract. 

The gastro-intestinal disturbances, nausea, vomiting and diarrhea, 
in general were mild yet annoying. We believed that these reactions 
were due to a local irritation of the stomach or the intestinal mucosa 
by mapharsen which had been secreted into these organs. With this 
fact before us, one of us (E. Arnold) instituted a clinical study of the 
effect of oxidizing substances, such as iodine in the form of compound 
solution of iodine, U. S. P., tincture of iodine and other iodine products 
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which liberate nascent iodine in an acid or an alkaline medium. This 
study is not complete, but the preliminary results indicate that gastro- 
intestinal reactions, nausea and vomiting, may be overcome in part or 
entirely by the administration of a few drops of compound solution 
of iodine or tincture of iodine soon after the injection of mapharsen. 


LOCAL REACTIONS 

The injection of mapharsen into the lumen of the vein is rarely 
followed by pain in the arm, shoulder or fingers unless the injection 
is slow or there is an obstruction to the flow of blood, such as a con- 
striction from a tight dress, or unless perivascular injection occurs. In 
such cases pain, numbness or soreness may be felt in the biceps or the 
deltoid muscles or even in the pectoral muscles on the side on which 
the injection was made. The pain may last from a few minutes to a 
few hours. Perivascular or subcutaneous injection or extravasation 
of the injected mapharsen solution at times causes a severe sensation 


TABLE 13.—Occurrence of Reactions per Thousand Injections in Men and Women 
Under Mapharsen Therapy 
Total Number of Number of Inquiry Number of Inquiry 
Total Number of Reactions Complaints, Complaints 


Number of Reactions per Thousand Estimated per Thousand 
Injections (Patients) Injections (Patients) Injections 


75,589 331 4.4 939 12.4 


of pain at the site of the injection, and it may radiate up the arm to 
the shoulder. Extravasation and perivascular injection are followed by 
a painful swelling and induration, which, however, resolve in from one 
to five days without ulceration. 

Sclerosis and phlebitis of the vein into which the injection was made 
occurred rarely (2 cases). In 1 case small nodules the size of peas were 
noted in small superficial veins ; in another, a 5 cm. long cordlike indura- 
tion appeared about 7.5 cm. above the site of injection. It was difficult 
to conclude whether it was thrombosis of the vein into which the injec- 
tion was made or phlebitis resulting from a perivascular injection. 
Sclerosis has not been noted at the site of passage of the needle in any 


patient of this group. 


FREQUENCY OF UNFAVORABLE REACTIONS PER THOUSAND 
INJECTIONS OF MAPHARSEN 

It was shown in table 11 that for every man discontinuing treatment 

on account of unfavorable reactions, about 6 women (5.6) were affected 

similarly. Table 12 shows that 1 of every 4 women advanced some 


minor complaint on inquiry as compared with 1 of every 7 men. 
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The number of reactions per thousand injections have been classified 
for the whole group irrespective of sex, and the results are presented 

table 13. 

In the group of 4,841 patients, treatment was discontinued in 6.83 
per cent because of unfavorable reactions. None of these reactions 
required hospitalization of the patient. For each 1,000 injections, 4.4 
patients required discontinuation of treatment, and 12.4 patients per 
thousand injections made on inquiry some minor complaint which did 


interfere with the treatment. 


COMMENT 


In the study of 4,841 syphilitic patients receiving 75,859 injections 
of mapharsen in a span of almost three years, one is confronted with 


new conception and a new outlook in the treatment of syphilis. 
\apharsen is not analogous to the arsphenamines ; it is a departure from 
them. It is the end-product of oxidation of an arsphenamine, an oxide, 
which is assumed by well substantiated theory to be the form in which 
arsphenamines are broken down in the body and which is responsible for 
the therapeutic effect in syphilis. Mapharsen is the active agent itself. 
It does not have to be modified by the biochemistry of the body. Con- 
version of the arsphenamines into the active form is variable and uncon- 
trollable. The action of mapharsen is direct and independent from 
the body’s status, exhaustion, resistance or susceptibility as it may be. 
Mapharsen represents the most toxic form of itself. There is no fear 
of conversion of it into a more toxic substance. If a change occurs in 
the substance or its solutions it is toward a decrease in toxicity, which 
is the opposite of the direction of change in the arsphenamines. Maphar- 
sen possesses certain physical advantages—the solutions are stable and 
exposure to air or stirring does not change their appearance, quality or 
toxicity. The product is uniform in composition and contains no impuri- 
ties except a small amount of sucrose to facilitate handling and a small 
amount of alkali to lessen acidity. The presence of an alkali to neutralize 
the solution is not imperative, as the acid mapharsen has been used with 
no more difficulty than partly or completely neutral solutions. The 
method of administration of mapharsen is not fraught with danger or 
difficulty. Our rate of injection has been from ten to twenty seconds 
per dose. Inadvertent subcutaneous injection or extravasation results 
in severe pain, swelling and temporary induration, which subside and 
clear up in from three to five days, without ulceration. 

A clinic attuned to the dangers of neoarsphenamine is doubly careful 
in using a new drug; consequently any suspicious condition in a patient 
is magnified and is likely to be ascribed as a direct effect of the new 
drug. The statistical result presented here, in part at least, includes 
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the fears of the older drugs and expresses the maximum expected dan- 
gers. If, on the other hand, the mildly unfavorable reactions had been 
ignored, there is no evidence that such reactions would not have become 
severe and dangerous to the patient’s life. Consequently, mild reactions 
are still considered potential symptoms of severe reactions. It is but 
proper to follow a careful course in its use, as only years of experience 
can establish definite limits of tolerance. In general, it has been our 
experience that mapharsen is a safer drug than the arsphenamines. 

Among 4,841 patients receiving 75,589 injections there were none 
showing severe toxic reactions. There were no reactions necessitating 
hospitalization. Moderately severe to mild reactions, requiring discon- 
tinuation of treatment, were found to involve 6.83 per cent of the 
patients ; there were 4.4 such reactions per thousand injections. 

In a separate paragraph we have presented the complaints mentioned 
on inquiry. These represent some true and some imaginary reactions; 
some are purely psychologic impressions—likes and dislikes of the envi- 
ronment under which the treatment and the questioning were carried 
out. In general these complaints express the attitude of a mass of 


patients toward mapharsen, and for this reason they are of interest. 
Analysis of the complaints mentioned on inquiry revealed that 11.2 
per cent of patients complained of some gastro-intestinal disturbance, 


such as nausea, vomiting or diarrhea. About 6.7 per cent complained 
of some systemic reaction, such as headache, a mild Herxheimer reac- 
tion, malaise, illness or dizziness after an injection. Less than 1 per 
cent complained of toothache or of pain in the jaws (0.9). On the 
basis of one chief complaint per patient the estimated number of inquiry 
complaints for the total of 75,589 injections was 12.4 complaints per 
thousand injections. 

Gastro-intestinal reactions and complaints constituted the majority 
of all reactions or complaints. Though these reactions for the most 
part interfere little with the course of treatment, it has been felt that 
they result from a local irritation of the gastro-intestinal mucosa by the 
excreted mapharsen and in no way represent a systemic manifestation. 
These reactions were noted most frequently in nervous, excited persons, 
particularly in women. To alleviate the local irritation of the mucosa, 
it was found that small amounts of iodine, in the form of tincture of 
iodine or compound solution of iodine U. S. P., effectively prevented 
or lessened the gastro-intestinal irritation in the majority of cases. 

In this clinic there have been no complaints of pain in the arm 
(shoulder and hand) at the time of injection irrespective of the size 
of the vein (small or large) into which the mapharsen was injected or 
the position of the patient (sitting or standing). The injections were 
given rapidly ; on an average ten seconds was taken to empty the syringe. 





GRUHZIT ET AL—MAPHARSEN FOR SYPHILIS 451 


re is a possibility of causing spasm in blood vessels by prolonged 


retention of the drug in contact with the wall of the blood vessel. Occa- 


nally a patient related on inquiry that from about one-half hour to 


two hours after injection a dull pain or a sensation of numbness was 
felt in the biceps, deltoid or pectoral muscles on the side on which the 
‘injection was made. The sensation of pain sometimes lasted for an hour 
or longer. 

In this study the use of mapharsen covered a period of almost 
three years and has included treatment of 4,841 patients, of whom 
2,359 have completed six months of time treatment at the time of writing 
and only about 1,400 have completed twelve months of time treatment. 
There are 281 patients with early syphilis who have completed six 
months of time treatment, of whom only 140 have completed twelve 
months of time treatment and only 121 patients with early syphilis have 
been on probation for from two months to two years. Thus the patients 
who become available for statistical study fade to small numbers, and 
the results presented must be considered only as “sample trends” of 
the action of a new drug for the treatment of syphilis. 

In this clinic the main supporting agent to mapharsen was mercury 
salicylate, yet bismuth subsalicylate was used for at least one course. 
In general, it is feasible to ascribe the results obtained in this study 
to mapharsen and the heavy metals, with emphasis on mercury. 

Under our conditions of treatment the patient received a total of 
0.96 Gm. (women) and 1.38 Gm. (men) of mapharsen in from twelve 
to fifteen months under continuous treatment and in from sixteen 
months to two and one-half years under irregular attendance for 
treatment. 

The therapeutic value of mapharsen in the treatment of syphilis has 
been estimated on the basis of serologic results and observation of the 
healing effect. The serologic results have been classed under: (1) all 
methods of treatment and (2) continuous versus irregular treatment. 
These results, particularly those for early syphilis, indicate that therapy 
with mapharsen and heavy metal with all methods of treatment in a 
period of six months or more of time treatment may cause a high inci- 
dence of reversal of serologic reaction—86.3, 79.4 and 76 per cent, 
respectively, in patients with seronegative, seropositive primary and 
secondary syphilis. With continuous treatment in the same periods of 
six months or more of time treatment the incidence of reversal was 
95.6, 89.4 and 80 per cent, respectively. In a period of twelve months 
or more with continuous treatment the respective incidence of reversal 
for patients with the three types of early syphilis was 100, 92 and 97 
per cent. 
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Serologic relapse occurred in 14.9 per cent of patients with syphilis 
treated for twelve months of time treatment and after a rest period of 
from two months to two years. In a group of 50 patients on probation 
for from five months to two years the rate of relapse was 14 per cent, 
and in another group of 71 patients on probation for from two to four 
months the rate of relapse was 15.5 per cent. It is suggestive from 
the present experience in this clinic that a minimum of from twelve 
to fifteen months of time treatment permits an incidence of serologic 
relapse of from 14 to 16 per cent in an observation period of less than 
two years. 

Only 34 cases of early syphilis have been available for study to 
indicate a trend of the condition of the spinal fluid after one year of 
time treatment. Patients (23) under continuous treatment showed a 
negative serologic reaction of the spinal fluid. Twenty-seven and three- 
tenths per cent of the patients under irregular treatment showed abnor- 
mality of the spinal fluid. Abnormality of the spinal fluid was present 
in 8.2 per cent of cases with all methods of treatment. Since the spinal 
fluid was studied from two to five months after the cessation of one year 
of time treatment, it would seem that the central nervous system became 
involved during the period of treatment of the patient only when treat- 
ment was carried on irregularly. In no instance did the central nervous 
system become involved when the patient was under continuous 
treatment. 

The use of mapharsen in the mass treatment of syphilis reveals that 
mapharsen is prompt in action and causes less severe complications than 
the arsphenamines ; that is, it is a safer drug. Its therapeutic effective- 
ness appears equal to or higher than that of neoarsphenamine. 
Mapharsen causes prompt and sustained reversal of a positive reaction 
of the blood and rapid healing of lesions. The best results are obtained 
with continuous treatment. Mapharsen has little or no cumulative effect 
in the body. Mapharsen appears to be a useful addition to the armamen- 
tarium in the treatment of syphilis. 


SUMMARY 


Mapharsen is a chemically pure, uniform substance with an arsenic 


content of 29.02 per cent. 

It is the precursor substance in the synthesis of an arsphenamine, 
and it is the main product of the breakdown of an arsphenamine, to 
which is attributed the spirocheticidal activity. 

Mapharsen is the active agent itself. It needs no activation in the 
test tube or in the body, and in this respect it differs from the arsphena- 


mines. 
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Solutions of mapharsen are easily made and are relatively stable. 

posure to air and agitation cause no change in its chemical nature 
its toxicity. It possesses no danger of unexpected change in toxicity. 

\dministration of solution of mapharsen is simple. The average 

e of injection of ten to twenty seconds per dose of from 8 to 12 cc. 

ppears optimum. 

In the present studies mapharsen has been used in 4,841 cases of 
syphilis, with a total of 75,589 injections. 

The average initial dose for adult patients of both sexes was 0.04 
Gm. The subsequent maintenance dose for women was 0.04 Gm. 

40 mg.) and for men 0.06 Gm. (60 mg.). 

lreatment consisted of weekly injections of mapharsen for eight 
weeks, followed by eight weeks of treatment with heavy metal. The 
courses alternated for one year or over without a rest period until 
three courses of mapharsen and three courses of heavy metal were 
completed. 

time treatment course of mapharsen averaged between 0.98 and 
1.38 Gm. of the drug. This amount of mapharsen contains only about 
one-tenth as much arsenic as a similar course of an arsphenamine. 

In a group of 4,841 patients, receiving 75,589 injections, no severe 
complications or death occurred. 

No instance of hemorrhagic encephalitis, hemolytic anemia, jaundice, 
severe exfoliative dermatitis or severe nitritoid crises occurred. 

Moderately severe reactions necessitating discontinuation of treat- 
ment occurred 4.4 times per thousand injections. These reactions in 
preponderance were associated with gastro-intestinal disturbance. 

Spirochetes disappeared from moist lesions within from twenty-four 
to forty-eight hours after an initial dose of 0.04 Gm. 

Lesions healed more readily than similar syphilitic lesions under 
neoarsphenamine therapy. 

No patient with early syphilis was encountered whose condition did 
not respond to mapharsen medication. In several instances early 
syphilis which did not respond to neoarsphenamine responded readily 
to mapharsen therapy. 

Reversal of serologic reaction occurred under continuous treatment 
with mapharsen for one year in 100 per cent of cases of seronegative 
syphilis, 92 per cent of cases of seropositive primary syphilis and 97 
per cent of cases of secondary syphilis. 

With all methods of treatment of all types of early syphilis for one 
year of time treatment the reversal of serologic reaction occurred in 
90 per cent of cases. 

Serologic relapse in a period of probation of from two months to 
two years occurred in 14.9 per cent of the cases. 
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Involvement of the spinal fluid developed only under irregular treat- 
ment. With all methods of treatment cerebrospinal involvement devel- 
oped in 8.2 per cent of the cases. 

Mapharsen in mass treatment of syphilis when used in conjunction 
with heavy metal appeared prompt in action; it caused no severe unfa- 
vorable reactions, and mild reactions were fewer than those produced 
by the arsphenamines. It caused prompt and sustained reversal of a 
positive reaction of the blood. Mapharsen was not found to possess 
cumulative retention in the body. It is a safe and potent drug for the 


treatment of syphilis. 





\ COMPARISON OF THE KAHN REACTIONS OF 
BLISTER SERUM, BLOOD AND SPINAL 
FLUID 


F. G. LINDEMULDER, M.D. 


SAN DIEGO, CALIF. 


\ serologic examination of the blood for syphilis is included in 
every complete study of a patient. In cases in which there are indica- 
tions of disease of the central nervous system, the spinal fluid also is 
tested. This report deals with the Kahn reactions of blister serum and 
their comparison with the reactions of blood and of spinal fluid. 

When serologic tests are used to aid in the detection of syphilis, 
blood usually is chosen for the study, although there are other fluids 
which may be examined, e. g., gastric contents, cerebrospinal fluid and 
blister serum. Since tests of the blood may be negative in cases in 


which tests of the cerebrospinal fluid are positive, and vice versa, it was 
interesting to compare the reactions of these fluids with the reactions 
of a third. If the reactions of blister serum were found to be com- 
parable to the reactions of blood and of spinal fluid, blister fluid could 


be used for testing in cases in which difficulty was encountered in 
obtaining blood or spinal fluid. Blister serum is probably not the same 
as blood serum, so a third body fluid would be tested for syphilis. 

The liquid from vesicles has been examined in the search for various 
reagins, hemolysins and agglutinins and, especially in cases of syphilitic 
infection, for the purpose of determining the presence of an antibody. 
In comparative studies in various stages of syphilis, Bizzerzero and 
Vercellino found that the serologic reaction of the blood was superior 
to that of the liquid obtained from vesicles in 80 per cent of cases. 
Franchi * found the percentage to be even higher, namely, 93. 

Some observers believe that the liquid obtained from vesicles has a 
chemical composition similar to that of blood, the elements varying only 
according to the permeability of the capillary vessels. Rondoni,* how- 

Read before the Central Neuropsychiatric Association, Topeka, Kan., Oct. 
26, 1935. 

From the Rees-Stealy Clinic, San Diego, Calif., and the Department of 
Neurology of the University Hospital, Ann Arbor, Mich. 

1. Bizzerzero and Vercellino, quoted by Franchi.? 

2. Franchi, F.: Liquid by Suction for Serologic Reactions as a Substitute 
for Liquid Obtained from a Vesicle, Minerva med. 2:289 (Sept. 1) 1933. 


3. Rondoni, quoted by Franchi.? 
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ever, expressed the belief that liquid obtained from vesicles is not blood 
plasma in the proper sense because the endothelial membrane acts as 
an ultrafilter which detains part of the smaller molecules of the type 
of crystalloids and water. Interstitial liquid (blister fluid) is influenced 
directly and greatly by all metabolism, including metabolism of the skin, 
and by the functional state of the organs. The liquid probably contains 


substances which are not found in the blood. 


METHOD 


Blister serum may be obtained by aspiration with a sucking-cup from a blister 
already in existence or from a blister caused by applying a square inch of 
cantharides plaster to alcohol-cleansed skin. The latter method was used in the 
study under discussion. The lateral aspect of the thigh was chosen as the best 
location because it was found that a blister in this area was not so likely to break 
and because any resulting scar would be hidden by the clothing. The plaster was 
allowed to remain on the site for twelve hours, during which time a blister con- 
taining from 2 to 5 cc. of liquid developed. Little trouble was encountered in 
the healing of the lesions. 

The fluid obtained from the vesicles was examined by the Kahn test. The 
standard and the presumptive blood method were used and, in addition to these, 
the spinal fluid method. The routine for the latter was changed somewhat and 
the following technic used, the description of which was supplied by Miss Louis 
Stocking, serologist at Dr. R. L. Kahn’s laboratory: 

“In the spinal fluid procedure the globulin is precipitated and concentrated, i. e., 
redissolved in an amount of physiologic solution of sodium chloride which is one- 
tenth the volume of the original spinal fluid. In the tissue serum, however, the 
percentage of globulin is so much higher that the serum must be diluted before 
the globulin can be separated, and it is redissolved in a solution of sodium chloride 
equal to the original volume of the tissue serum. In the specimens that were so 
tested here the volume of tissue serum varied from 0.1 cc. to 5 cc., but I shall 
outline the procedure for use when 0.15 cc. is available for the test with standard 
antigen. If sensitized antigen is used also, a duplicate tube is employed, with 
globulin solution prepared in exactly the same manner. 

“Into a regular Kahn tube (10 by 75 mm.) measure 0.15 cc. of tissue serum, 
1.35 cc. of physiologic solution of sodium chloride and 1.5 cc. of saturated solu- 
tion of ammonium sulfate. Shake the tube well, and keep it at 56 C. for fifteen 
minutes to hasten separation of the globulin. Centrifugate it at a high rate of 
speed for twenty minutes, and then completely remove the supernatant fluid without 
disturbing the globulin. With the tip of a pipet just above the globulin that 
remains in the tube (so as not to wash down the ammonium sulfate that adheres 
to the tube), add 0.15 cc. of physiologic solution of sodium chloride and shake 
the tube vigorously until the globulin is redissolved. The globulin solution is 
used with 0.01 cc. of antigen (standard or sensitized). The antigen-globulin 
solution is shaken for four minutes in a mechanical shaker, and 0.5 cc. of physio- 
logic solution of sodium chloride is added; the completed test is read in the usual 


manner.” 





LINDEMULDER—KAHN REACTIONS 


Viagnosis and the Standard and Presumptive Kahn Reactions of the Blood, 
Spinal Fluid and Blister Serum in the Cases Studied * 


Blister Serum 


——_A— 


’ a 
Spinal Fluid 
Blood Spinal Fluid Blood Method Method 
iu An —_ poe A = _—_ ~S -—_a_ 
Pre- Pre- Pre- Pre- 
Stan- sulmp- Stan- sump Stan sump- Stan- sump- 
Diagnosis dard tive dard tive dard tive dard tive 


epsy; cerebro- 4 plus Pos. Neg. Neg. Pos. Q.n.s. Q.n.s. Q.n.s. 
nal syphilis 
s 4 plus Pos. 4 plus Pos. Pos. Pos. Pos. Pos. 
reat syphilis Neg. Neg. Neg. Neg. Neg. Neg. Pos. Pos. 
treated) 
rabes dorsalis; Char- 4 plus 4 plus 4 plus rank. Pos. Pos. Pos. Pos. 
eot’s hip 
Epilepsy: cerebro- 4 plus Pos. 2 plus Weakly Pos. Pos. Pos. Pos. 
spinal syphilis pos. 
rebrospinal 4 plus Pos. 4 plus Pos. Pos. Pos. Pos. Pos. 
syphilis 4 plus 4 plus 
Cerebrospinal syphilis; 4 plus 4 plus Neg. Neg. Neg. Pos. Pos. 
gumma of the brain 
rebrospinal syphilis Neg. Neg. Neg. Neg. Neg. Neg. Weakly 


pos. 


Cerebrospinal syphilis 4 plus 4 plus 4 plus 4 plus Neg. Pos. Weakly 
pos. 
Hereditary syphilis Neg. 4 plus Neg. Neg. Neg. Neg. Pos. 
treated) 
Dementia paralytica; Neg. Pos. Neg. Neg. Neg. Neg. Pos. 
cerebral softening Neg. Neg. 
Neg. Neg. 
Hereditary syphilis 4 plus 4 plus Plus- Pos. Pos. Pos. Pos. Pos. 
minus 
Tabes dorsalis Neg. Neg. Neg. Neg. Neg. Neg. Weakly Pos. 
pos. 
Hereditary syphilis 4 plus 4 plus 4 plus Pos. Pos. Pos. Pos. Pos. 
Syphilis: transverse 4 plus Pos. 4 plus Pos. Pos. Q.n.s. Micro. Q.n.s. 
myelitis pos. 
Syphilis, secondary 4 plus 4 plus Neg. Neg. Pos. Pos. Pos. Pos. 


Cerebrospinal syphilis 4 plus 4 plus 4 plus 4 plus Pos. Q.n.s. Micro- Q.n.s. 
pos. 


Erb’s spastie paralysis Neg. Neg. Neg. Neg. Neg. Neg. Pos. Pos. 
Epilepsy Neg. Weakly Neg. Neg. Neg. Neg. Plus- Plus- 
pos. minus minus 
Neg. Neg. 
Neg. Neg. 
[ridocyclitis Neg. Neg. Neg. Neg. Neg. Neg. Pos. Pos. 
Interstitial keratitis 4 plus 4 plus Neg. Neg. Pos. Pos. Pos. Pos. 
Left hemiplegia Pos. Neg. Neg. Neg. Pos. Pos. 
Pos. 
pilepsy Neg. ‘ Neg. veg. Neg. Neg. Pos. Pos. 
{trophy of optic nerve Neg. ‘ Neg. Neg. Neg. , Pos. 
Pott’s disease Neg. x Neg. Neg. Micro. Micro. 
neg. weakly 
pos. 
Brain tumor; epilepsy Neg. Neg. Neg. Neg. Neg. veg. Weakly Pos. 
pos. 
Traumatic myelitis Neg. Neg. Neg. Neg. Neg. Weakly 
pos. 
Cerebral hemorrhage Neg. Neg. Neg. veg. Neg. Neg. Pos. 
Neg. Neg. 
Sciatie neuritis Neg. Neg. Neg. Neg. Neg. s. Pos. 


* Q.n.s, indicates quantity not sufficient. 
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OBSERVATIONS 

The accompanying table records the clinical diagnosis and the stand- 
ard and presumptive Kahn reactions of the blood, spinal fluid and 
blister serum in the cases studied. 

The reaction of the blood and that of the blister serum were the 
same in all but three cases in which the standard method was used. 
The clinical diagnosis was gumma of the brain in the first of these cases, 
cerebrospinal syphilis in the second and left hemiplegia in the third. 
The reaction of the blood and that of the blister serum to the pre- 
sumptive Kahn test were the same in all instances. The greatest 
variation was observed in comparing the reactions of the blood and the 
reactions, obtained by the spinal fluid technic, of the blister serum. The 
Kahn reaction of the blood was positive in fifteen cases, whereas the 
reaction of the blister serum was positive in all instances. The uniformly 
positive reaction of the blister serum may be attributed to the large 
amount of globulin present and to the use of the revised spinal fluid 
technic. 

The Kahn reaction of the spinal fluid was positive in nine cases, 
whereas the reaction of the blister serum (spinal fluid method) was 
positive in all cases. The reaction of the spinal fluid differed from that 
of the blister serum (blood method) in five cases. Of these, there 
were opposite reactions in two cases, those determined by the standard 
method differing twice and those determined by the presumptive method, 
once. A clinical diagnosis of syphilis of the central nervous system 
was evident in sixteen of the twenty-nine cases. 

From the study under discussion it appears that there is no uniform 


agreement between the Kahn reactions of blister serum, blood and spinal 
fluid. There is a closer agreement between the reactions of blister 
serum and blood than between the reactions of blister serum and spinal 
fluid. The closest agreement is obtained in cases in which the blister 
serum is tested by the blood method. This agreement is sufficiently 
uniform to allow the conclusion that blister serum when tested by the 
blood method may be used as a third body fluid in serologic tests for 


syphilis. 





FUNCTIONAL CHANGES IN THE SKIN IN 
EXPERIMENTAL PURPURA 


LEANDRO M. TOCANTINS, M.D.* 
PHILADELPHIA 


Studies of the skin in clinical purpura haemorrhagica have been con- 
cerned mostly with attempts to demonstrate morphologic changes in its 
vessels. Little has been added to the work of Unna and Sack,’ who 
pointed out dilatation and engorgement of the subpapillary venous plexus 
as the change most consistently noted in purpura. They expressed the 
belief that the hemorrhages originated from lacerations in the walls 
of these vessels, especially at the junction of the superficial part of the 
subcutaneous tissue with the lower part of the cutis. It is at this point 
that the venules lose their adventitia and lack the support of the highly 
elastic cutis. 

The skin of dogs with purpura produced experimentally by the 


injection of antiplatelet serum shows definite alterations grossly. It 


appears flabby and loose; when it is cut, the lips of the wound sag out 
and a hematoma forms under them easily. These observations rendered 
desirable an investigation by quantitative methods of the time of appear- 
ance and the extent of these changes in the hope that they might aid in 
understanding the pathogenesis of the hemorrhages. 


METHODS AND MATERIALS 


Trained adult female dogs between 1 and 2 years of age and weighing between 
8 and 20 Kg. were used in the experiments. Purpura was brought about by intra- 
venous administration of an antiplatelet serum prepared in the rabbit. Previous 
observations indicated that the serum, when given in doses of 0.1 cc. per kilo- 
gram of body weight, produced an attack of purpura lasting approximately 
forty-eight hours, ending in a spontaneous recovery.2 The general plan of the 
work consisted in measuring the various functions detailed here in each of the 
animals before the production of purpura and subsequently at various stages of 
the disease and during recovery. 

Tension Pressure—A method similar to that used by Meyer and Holland 3 
on the 


for determining tissue pressure was employed. The method is based 
* J. Ewing Mears Research Fellow. 
From the Department of Medicine, Jefferson Medical College.- 
1. Unna, P. G.: Histopathology of the Diseases of the Skin, New York, 
Macmillan & Co., 1896. Sack, A.: Monatsh. f. prakt. Dermat. 17:49, 1893. 
2. Tocantins, L. M.: Experimental Thrombopenic Purpura in Dogs, Arch 
Path. 21:69 (Jan.) 1936. 
3. Meyer, F., and Holland, G.: Die Messung des Druckes in Geweben, Arch 
exper. Path. u. Pharmakol. 168:580, 1932. 
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principle that the pressure necessary to produce an intracutaneous wheal gives a 
measure of the skin tension. A 27 gage needle was so arranged that it could |. 
connected by rubber tubing to a water pressure system and a manometer. With 
the bevel facing upward, the needle was inserted intradermally in a clear area 
of the thorax of the animal. With the pressure at zero, connectidn was established 
with the pressure system by opening a stopcock at the base of the needle. The 
pressure was then raised gradually, the area at the point of the needle being 
carefully watched with a magnifying lens. The tension pressure was expressed 
in terms of the number of centimeters of water necessary to produce the first 
signs of a wheal. From 5 to 8 readings were made in different portions of the 
thorax in areas away from the axilla or mammary glands and the mean of the 
readings was designated as the skin tension pressure. 

Certain points in the technic deserve especial attention. There must be no air 
bubbles anywhere in the pressure system and no communication between it and 
the needle as the latter is being inserted. The needle must be introduced almost 
parallel with the surface of the skin and with the bevel facing up. Immediately 
after the wheal has formed, the needle should be withdrawn and its patency 
ascertained by noting whether water runs out of it spontaneously at the level 
of the wheal. 

Elasticity—A line 20 mm. long was drawn with ink across the skin of the 
thorax. The skin at the two extremes of this line was then picked up with 
the fingers, and the intervening space was stretched until the line measured 
30 mm. The stretching was maintained for thirty seconds, after which the 
skin was released and the line was measured at once and at thirty second intervals 
afterward. Results were expressed in terms of the number of seconds necessary 
for the line to return to its original length. Three determinations were made 
at various levels of the thorax. 

Petechial Reaction—The skin of the abdomen of the dog was scratched with a 
grated metal piece, which when released by a spring mechanism swept once 
against the surface of the skin. Normally no petechiae can be produced by 
scraping the skin of a healthy dog in this manner. Depending on the number 
of petechiae brought out five minutes after the test was performed, the response 
was graded 0, 1, 2, 3, etc.4 

Bleeding Time—With an apparatus similar to that used for the petechial 
reaction, a cut of uniform length and depth was made in the skin of the thorax 
with a sharp knife blade. At fifteen or thirty second intervals the blood was 
taken up with filter paper until it stopped flowing or, when the bleeding time was 
prolonged, at the end of fifteen minutes. The average of three simultaneous 
determinations was termed the mean bleeding time.4 

Platelet and erythrocyte counts and determinations of hemoglobin content (New- 
comer) were also made from blood from a vein of the ear. The presence or absence 
of edema was determined by palpating the leg of the animal at the ankle, where it 
can usually be detected earliest. 

Ten experiments were performed on six animals. 


RESULTS 
The tension pressure in the skin of the thorax of normal dogs varied 


between 7.8 and 16.8 cm. of water. If one is careful to avoid areas 
of loose tissue, such as those about the mammary glands and the axilla, 


4. Tocantins, L. M.: The Bleeding Time, Am. J. Clin. Path. 6:160 (March) 
1936. 
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if proper care is exercised in the technic, particularly as to the 


Al 


oth to which the needle is inserted, the tension pressure will be 


ound to vary not more than 4 cm. of water in a group of readings in 


li(ferent areas of the chest of a normal animal. 
Tension Pressure in the Skin.—The tension pressure in the skin 
various portions of the body of one normal dog was as follows: 


thigh, 7.8, 8.1, 59, 5.3, 76, 5.5, % 5.5: right thigh, &.7, 9:1, 7.1, 65 7 & 
-9 7.3: left groin, 4.7, 4.7, 3.1, 4.2; right groin, 3.2, 3.6, 2.2, 5.1; external surface 
the ear, 4.7, 6.7, 6.8; internal surface of the ear, 8.9, 9.8, 8.5; abdomen, 8.2, 
7.1. 68, 7, 85; 9: thorax, IG1, 108.114 156, 9.8: 11:7; 14) 10 322: skm 
bout the nipples, 2.1, 2, 2.8. 
The tension pressure in the skin of the thorax in seven normal 
logs was: 


o 9: 10.1, 10.8, 11.4, 13.6, 14, 11.7, 13.6; mean, 12. Dog 47; 8, 7.8, 
5: mean, 8.4. Dog 18; 9.7, 11.2, 10.9, 11.4, 11; mean, 11. Dog 61; 12.7, 10, 
12.2. 12:6, 21s mean, 137. Doe 62: 13:7, 11.6, 12:7, 10; 10:7, 96,12: mean, PE. 


Dog 64; 13.3, 14; 15, 13.4. 122, 14:2: mean, 13.6: Dow 59; 129, 15.3,.135, 152, 
142 14:5, 132. 1V4,. 1255 mean, 13:3. 


Di 


c Q 


\Vithin from one to three hours after the intravenous injection of 
antiplatelet serum, the tension pressure was reduced (chart 1). Values 
as low as 3 cm. of water were obtained. The tension pressure nearly 
always remained low during the greater part of the hemorrhagic period 
and returned to normal while the bleeding time was slightly prolonged. 
\fter the phase of bleeding was over, the tension pressure yielded high 
values (from 20 to 26 cm. of water), which were often maintained for 
from four to six days. At this period, the skin lost much of its pinkness. 

Elasticity of the Skin——Normally it takes from thirty to one hundred 
and eighty seconds for a line 2 cm. long drawn on the skin of the thorax 
to return to its original length after being stretched for thirty seconds. 
Only slight variations from this range can be detected if caution is 
exercised to perform the test in one part of the body, since the skin 
of the thorax, abdomen, groin, axilla and thigh do not behave alike in 
this respect. 

Readings of the elasticity of the skin of the thorax of eight normal 
dogs in terms of the number of seconds required for the skin to return 
to its original length were: 

Dog 47; 30, 60, 120, 120, 60. Dog 61; 120, 120, 180, 120, 60, 30, 60, 60, 30, 
Dog 62; 120, 30, 30, 60, 60, 120. Dog 18; 30, 60, 60, 180. Dog 9; 60, 120, 60, 180. 


Dog 64; 60, 120, 120, 180, 120. Dog 59; 60, 120, 120, 180, 60. Dog 65; 60, 120, 
30, 120. 


There was generally no change in this property of the skin in the first 
twenty-four to thirty-six hours after the serum was administered. By 
approximately forty-eight hours after the injection, it took from three 
hundred to six hundred seconds for the skin to return to its previous 
length after stretching. Sometimes the determination was discontinued 
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after ten minutes had elapsed and the skin had not completely retracted, 
Even after the acute phase of hemorrhage had disappeared, the skin did 
not regain at once its former tone; it did so from three to five days afte 
the end of this phase, when it became unusually tense and difficult ty 
stretch. When released, it often retracted immediately or within thirty 
seconds to its former length. Sometimes the line measured even less 
than when it was originally drawn. This increased elasticity of the skir 
lasted from four to six days; incisions made at this time did not bulge 
out and sag, but, on the contrary, the lips of the wound puckered 
in tightly. 

Doc 62. (Normal Female Mongrel).—Weight, 19.85 Kg.; tension pressure, 
14.6, 12, 15.7, 14, 16.5 cm. of water; elasticity, 180, 180, 210 seconds; bleeding 
time, 90, 60, 60 seconds; platelets, 214,000; petechial reaction, 0; edema, 0. 
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Effect of two injections of antiplatelet serum (indicated by arrows) in one dog. 


Changes Produced by 1.9 cc. of Antiplatelet Serum Injected Intravenously : 
Two and one-half hours after injection: tension pressure, 7, 8.6, 9.3, 9.6, 8.6 cm.; 
elasticity, 150, 210, 180 seconds; bleeding time, 420, 720, 660 seconds; platelets, 
28,000; petechial reaction, 4; edema, 0. One day after: tension pressure, 18.2, 
17, 17, 17.4, 17.5 cm.; elasticity, 150, 210, 240 seconds; bleeding time 900+, 
G00 +, 900 + seconds; platelets, 34,000; petechial reaction, 6; edema, +. Two days 
after: tension pressure, 6.2, 7.8, 7.9, 7.3, 6.6 cm.; elasticity, 360, 360, 300 seconds ; 
bleeding time, 900 +, 900 +, 900 + seconds; platelets, 27,000; petechial reaction, 4; 
edema, ++-++. Three days after: tension pressure, 9.3, 7.3, 11, 10.3 cm. 
elasticity, 240, 150, 210 seconds; bleeding time, 420, 360, 300 seconds; platelets, 
24,000; petechial reaction, 5; edema, +++-+. Four days after: tension 
pressure, 13.3, 11.5, 11.5, 12.1, 11 cm.; elasticity, 600, 600, 540 seconds; bleeding 
time, 180, 180, 120 seconds; platelets, 33,000; petechial reaction, 0; edema, + + 
Six days after: tension pressure, 18.5, 28.3, 24.2, 28.3, 24.8 cm.; elasticity, 120 
240, 180 seconds; bleeding time, 15, 30, 30 seconds; platelets, 278,000; petechial 
reaction, 0; edema, 0. Nine days after: tension pressure, 17, 22, 20, 20.5, 19 cm.; 
elasticity, 60, 30, 60 seconds; bleeding time, 60, 60, 15 seconds; platelets, 529,000; 


petechial reaction, 0; edema, 0. Thirteen days after: tension pressure, 18.4, 
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20.5, 17.2, 18, 18.7 cm.; elasticity, 30, 60, 30 seconds (retracted to less than 


previous length thirty seconds later); bleeding time, 30, 90, 60 seconds; platelets, 
524,000; petechial reaction, 0; edema, 0. 


Chart 1 and this protocol reveal a certain relationship between the 
cutaneous tension pressure and the bleeding time and petechial reaction. 
fhere is a certain coincidence between the appearance of a positive 
petechial reaction, a prolongation of the bleeding time and a drop in 
tension pressure. Likewise, the return of the tension pressure to normal 
limits seems to precede by several hours the disappearance of the 
petechial reaction and the shortening of the bleeding time. On the other 
hand, there seems to be little correlation between the elasticity and the 
tension pressure, the bleeding time or the petechial reaction. Petechiae 
and ecchymoses appeared often about the axillae, groins and nipples, 
where the tension pressure is normally low. 

When the elasticity showed a great decrease, the lips of cutaneous 
incisions gaped wide apart, thus perhaps allowing the continuation of 
the bleeding and the formation of a hematoma about the wound. Yet 
the bleeding time often became normal long before the skin had regained 
its former elasticity, so that the gaping of the wound did not always 
interfere with hemostasis. The decrease in elasticity nearly always 
coincided with the first evidences of edema, but it was most marked 
when the edema was disappearing. The tension pressure became high 
when the platelets were still few, but the bleeding time was normal 
(chart 1) ; perhaps the increased resistance offered by the skin accounted 
in part for the return of the bleeding time to normal. 


COMMENT 

The significance of changes in the functional qualities of the skin is 
earning increasing recognition.® By enveloping the underlying tissues, 
the skin offers a certain amount of support to the vessels and resistance 
to the outflow of blood or fluid from them. If this resistance is lessened, 
escape may be easier. If it is increased, the supply of blood to the skin 
may be so reduced that little bleeding will occur on cutting or otherwise 
injuring the skin. It is difficult to assign a definite part in the mechanism 
of hemostasis to the factors under study; the fact that certain changes 
can be demonstrated in them during periods when that mechanism is 
disturbed opens them to suspicion. The outstanding manifestations in 
purpura are edema and hemorrhage. Meyer and Holland * have demon- 
strated in edema a decreased tension of the skin, and Schwartz ® found 


5. Ackmann, R.: Determination of Skin Resistance of Children of Various 
Age Groups, Ztschr. f. Kinderh. 57:251, 1935. Hajen, H.: Ueber die Beziehung 
des intracutanen Gewebsdruckes zur Quaddelbildung, Ztschr. f. d. ges. exper. 
Med. 57:203, 1927. 

6. Schwartz, A. B.: The Clinical Study of Edema by Means of the Elastom- 
eter, Arch. Int. Med. 17:396 (March) 1916. 
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the elasticity diminished in one patient with hemorrhagic disease. 
sonniger * tested skin taken from cadavers and found no change in the 
elasticity when edema was present. Measurements made on skin 
removed from the body and after death can give, however, only an 
imperfect idea of the retractile power of the living skin in situ. It 
may be significant that the values for cutaneous tension pressure in man 

(7 cm. of water) and for the pressure inside the venules of the skin * 
(10 cm. of water) are close, and it is in the venules that most petechial 
hemorrhages originate." Furthermore, Basler * found that a pressure 
from 7 to 12 cm. of water sufficed to stop bleeding from a cut in the 
skin. Application of simple pressure will often check the bleeding in 
thrombocytopenic purpura. The formation of petechiae may likewise 
be influenced by alterations in these functions. In a case reported by 
Tidy 7° petechiae were present everywhere in the skin except in an area 
about the knee where an elastic bandage had been applied. 

Little correlation was apparent between the changes in the skin ten- 
sion pressure and the elasticity. There were indications that the loss 
of elasticity was perhaps secondary to the accumulation of fluid in the 
skin and subcutaneous tissue, for it nearly always appeared later than 
the decrease in tension. 

It is obvious that these changes in the skin by themselves can account 
for only a small part of the mechanism of disturbed hemostasis. It is 
possible, however, that other tissues of the body, such as the mucous 
membranes, may show analogous disturbances. The exact relationship 
of the blood platelets to these functions of the skin must be left an open 
question. The changes may be the result of an injurious effect of the 
antiplatelet serum on the involuntary muscles of the skin, since the 
elasticity of the skin depends mostly on the activity of these muscles.’ 
Histologic studies of various organs from dogs with experimental 
thrombocytopenic purpura repeatedly showed various degrees of necrosis 
and degeneration of smooth and striated muscle tissue.” 


SUM MARY 


The tension and elasticity of the skin of dogs with experimental 
thrombocytopenic purpura diminish considerably during the acute stage 
of the disease and increase in the period of recovery. These changes 
in the skin may influence the mechanism of hemostasis and account in 


part for some of its disturbances. 


7. Bénniger. M.: Die elastische Snannung der Haut und deren Beziehung zum 
Oedem. Ztschr. f. exner. Path. u. Theran. 1:163, 1905. 

8. Landis, E. M.: Capillary Pressure and Capillary Permeability, Physiol. 
Rev. 14:404, 1934. 

9. Basler, A.: Untersuchungen tiber den Druck in den kleinsten Blutgefassen 
der menschlichen Haut. Arch. f. d. ges. Phvsiol. 157:345, 1914. 

10. Tidv, quoted by Poncher. H. G.: Purnura as a Symptom in Pediatrie 
Practice, J. A. M. A. 104:1690 (May 11) 1935. 





EVALUATION OF REDUCING AGENTS USED IN 
DERMATOLOGIC PRACTICE 


II. QUANTITY AND RATE OF ACTION 


THEODORE CORNBLEET, M.D. 


CHICAGO 


In a mechanical process the amount of work done is a function not 
of the intensity of the driving force but also of the mass acted 
; and the time over which the force has acted. 

Likewise, the intensity of reducing agents used in dermatologic 
practice is not the only factor in determining the amount of material 
reduced. Since it is impossible and unnecessary to determine all the 
various factors involved, a measurement of the amount of material 
reduced per unit of time, under standard conditions, together with the 


intensity of the reducing substance is all that is necessary to evaluate 


a reducing agent. The amount of material reduced, or the capacity of 
the agent, varies with the chemical nature of the reducing agent and 
can be determined by simple chemical methods. 

In this study the capacity of an agent is determined by measuring 
the amount of silver reduced by the agent from a solution of ammoniacal 
silver nitrate. The values obtained for various substances, calculated 
on the same weight basis, take on a significant meaning when they are 


compared with one another. 


METHOD FOR DETERMINING THE AMOUNT OF REDUCING SUB- 
STANCE IN AN AGENT, OR ITS CAPACITY 
Fifty milligrams of the substance is dissolved in 8 cc. of acetone and placed in 
a centrifuge tube. To it is added 5 cc. of a 5 per cent solution of ammoniacal 
silver nitrate. The mixture is allowed to stand for thirty minutes and then cen- 
trifugated for five minutes, and the supernatant fluid is carefully drawn off. The 
precipitate is washed twice with acetone (10 cc.) and three times with water. All 
washings are carried out in the centrifuge tube. The precipitate is mixed with 
the fluid each time and centrifugated; the fluid is then withdrawn. After the last 
vashing and withdrawal of the fluid, 1 cc. of concentrated nitric acid is added, 
and the tube is heated to the boiling point. About 5 cc. of water is added, and 
the mixture is filtered. The filter paper is washed. The combined filtrate and 
the washings are boiled for five minutes. Ten cubic centimeters of 5 per cent 
ferric alum is added. After the mixture is cooled, it is titrated to a faint red with 
hundredth-normal ammonium thiocyanate. From the number of cubic centimeters 
of ammonium thiocyanate used, the amount of silver is calculated. 


From the Department of Dermatology, University of Illinois College of Medi- 
cine, service of Dr. F. E. Senear. 
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RESULTS 

The number of grams of silver reduced by 1 Gm. of a given agent is as follows: 

Pyrogallol 

Zinc-copper couple 

Anthralin 

A derivative of chrysarobin 

Chrysarobin 

Sulfur 

Juniper tar 

Sodium hydrosulfite 

Crude coal tar 

Coal tar solution 


RATE OF ACTION 
By multiplying the capacity of a reducing agent by the intensity of 
its action, the available energy is determined. Another factor which 


Number of grams of silver reduced by ore grarm of agent 
|Pyrogatiol 
| 
pee 
jAnthralin 


| A Derivative of 
Chnrysarobin 


Chrysarobin 
Sulfur 
Juniper Tear 
Sodium Hydrosulti 
Crude Coal Tar 





oal Tar Solution |0.002 iieaiaan 
0.5 ° 5 2.0 2.5 








Relative capacities of reducing agents. 


limits the usefulness of a reducing agent, in addition to the amount of 
available energy, is the rate at which the energy is released. In elec- 


tricity this equivalent is generally measured in kilowatt hours. A sub- 
stance may contain sufficient energy but may act so slowly that it is not 
a practical agent for influencing cutaneous lesions. Contrariwise, the 
release of energy may be so quick that it exhausts itself too rapidly. 


METHOD FOR DETERMINING THE RATE OF ACTION 


Two hundred and fifty milligrams of the agent is dissolved in 50 cc. of acetone. 
Ten cubic centimeters of this solution is placed in a cell, fitted with openings so 
as to allow nitrogen to be bubbled through the liquid. The cell is fastened onto 
the skin, so as to allow its liquid content to be in contact with the skin. The air 
space above the liquid is flushed out with nitrogen. After one hour the amount 
of silver which is reduced by 2 cc. of the solution is determined by the method 


1. After standing as a powder in the laboratory this value became 1.40. 
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ously given. A determination is also made on 2 cc. of the original solution. 
lifference between the figures indicates the amount of substance used in 
o the skin. 
RESULTS 
The amount of agent used in one hour? is as follows: 
Percentage of 
Skin Sample Control Reduction 
\nthralin 0.01295 0.01376 17.0 
\ derivative of chrysarobin 0.01322 0.01350 48 
Chrysarobin 0.0075 0.0078 4.2 
Pyrogallol 0.0425 0.0440 4.2 


COMMENT 

Ordinarily the upper limit of concentration of a local therapeutic 
agent is its threshold for producing irritation of the skin. Just what 
produces the irritation is difficult to say. Is it the reducing process 
itself? Probably in part but certainly not entirely. The energy available 
in a given concentration of sulfur does not seem to account for its irrita- 
tive capacity. Undoubtedly, most of the answer is involved in the 
problem of what becomes of the reducing substance. Of course, it 
goes through a chemical change and gives rise to one or more new 
substances. In the case of sulfur one or several effects different from 
those of crude coal tar, for instance, result from the reaction. The 
transformation products remain in contact with the skin for a while; 
they vary in such characteristics as the rate at which they penetrate 
the skin and their effect on the permeability of local blood vessels. 
These factors determine irritative capacity, which has nothing to do 
with the reducing action for which an agent is employed. Yet the 
irritative element cannot be removed or ignored. 

When the actions of most pharmacologic substances are charted they 
form more or less similar S-shaped curves. There is a threshold con- 
centration below which there is no appreciable action; above this 
threshold each increment of concentration results in a small increase in 
action. The next part of the curve shows a considerable increase of 


action from each increment of concentration. The third, and last, part 


the curve is a mirrored image of the first, showing again only a 
small increase of pharmacologic action to each increment of concen- 
tration. Higher concentrations are usually toxic. At the end an increase 
in concentration results in no increase in action. Therefore the top 
concentration of each agent is limited. In the case of a reducing agent 
it is determined by how much the skin can change the substance in a 
given interval and what products result from it. 


2. It was impracticable to include the less active agents in this study, because 
the amount of change was too small to measure accurately. 
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The importance of some of these measurements in the practical 
use of an agent may be illustrated by analyzing two materials. Bot! 
of them are among the most intense of all known reducing substances, 
far more intense than any in use in dermatologic practice—with the 
exception of roentgen rays and radium. They are sodium hydro- 
sulfite and zinc-copper couple. In the case of sodium hydrosulfite the 
limiting factor is its small capacity. It contains relatively little reducing 
substance per unit of weight, although what reducing substance js 
present is intense. The other material, the so-called zinc-copper couple, 
or copper-plated zinc dust, is also extremely intense and contains as well 
abundant reducing capacity per unit of weight. In spite of these 
attributes it is not effective in practical work, because it gives up its 
reducing capacity too slowly when it is brought in contact with the 
skin. 

SUMMARY 

Some of the factors which influence the optimal concentration of 
a reducing agent are considered. One of these, intensity of action, has 
been previously reported on. ‘Two others, the capacity or amount of 
reducing substance an agent contains and the rate of its action on 


skin, have been measured, and their values are set down. The methods 


used for arriving at these measurements are given in detail. 





SCLERODERMA TREATED WITH INJECTIONS OF 
POSTERIOR PITUITARY EXTRACT 


E. LAWRENCE OLIVER, M.D. 
AND 
LERMAN, M.D. 


BOSTON 


Many authors have considered that there is a relationship between 


scleroderma and endocrine disorders of various kinds; in fact, every 
me of the endocrine glands has been mentioned in association with 
scleroderma. It seems to be a fact that many patients have shown great 
mprovement while receiving thyroid therapy, and it is reasonable to 
believe that if the metabolism is low thyroid may be of use. Since, 
however, as many cases of scleroderma have been reported in associa- 
tion with hyperthyroidism as in association with hypothyroidism it is 
vident that deficiency of thyroid cannot account for the condition in 

| cases. Ina case of diffuse scleroderma in a child of 9 years Good- 

reported recovery with administration of desiccated thyroid. 

\pert and Leblanc * described a case of generalized scleroderma with 
improvement following the use of desiccated thyroid. Roesch * reported 
a case of generalized scleroderma in a young woman with symptoms of 
abnormal function of the thyroid and pituitary. Sequeira* reported 
four cases of scleroderma in association with thyroid disease, but he 
expressed the belief that the variety of conditions under which sclero- 
derma occurs makes it difficult to accept the causal relationship that 
has been suggested. Dittisheim ° stated that scleroderma associated with 


Read at the Fifty-Eighth Annual Meeting of the American Dermatological 
\ssociation, Inc., White Sulphur Springs, W. Va., May 2, 1935. 

From the Department of Dermatology and Syphilology, the Harvard University 
Medical School, and the Department of Dermatology and Syphilis, the Massa- 
husetts General Hospital. 
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exophthalmic goiter is particularly common in Zurich. Of seventee; 
cases of exophthalmic goiter which he observed, scleroderma occurred in 
eight. 

In spite of reports of many cases of scleroderma in association wit! 
thyroid disease and numerous reports of improvement with thyroid 
therapy, many authors have expressed themselves as skeptical of the 
etiologic relationship of changes in the thyroid to this disease. Thus, 
although one of the eight patients in his series was greatly improved 
while taking desiccated thyroid, Osler ° on the whole was not impressed 
with the value of thyroid therapy for scleroderma. He concluded: 

“Altogether my personal results and those recorded in the literature do not 
favour the treatment of the disease by thyroid extract.” 

Likewise, Crocker‘ referred to the benefit from thyroid extract as 
meager. Foerster ® stated: “The successful therapeutic use of thyroid 
extract in scleroderma as reported by a number of observers has been 
offered as aetiological evidence in this connection, but these reports are 
more than counter-balanced by accounts of its unsuccessful employ- 
ment.’’ O’Leary and Nomland ® were not impressed with the relation- 
ship of the thyroid to scleroderma. 

That changes in the pituitary gland are causative, in some cases of 
scleroderma there is little proof, although improvement with pituitary 
extract has been reported many times. 

Schwartz,’® at a meeting of the New York Dermatological Society 
in 1917, mentioned six cases, in all of which there was increase in 
sugar tolerance, with definite improvement after the use of pituitary 
extract (from 6 to 18 grains [0.39 to 1.17 Gm.] daily). At the same 
meeting Heimann '! reported a cure with the use of pituitary extract 
Izar?* in 1920 reported striking improvement followed by complete 


recovery in a case of diffuse scleroderma in a child of 7 years. In this 


case rapid improvement was apparently produced by subcutaneous 
injections of solution of posterior pituitary. 

Engelbach '* reported a case of localized scleroderma, referred to him 
by Dr. Engman and Dr. Mook, in a girl of 4 years, who had become 


6. Osler, W.: On Diffuse Scleroderma with Special Reference to Diagnosis 
and to the Use of Thyroid Gland Extract, J. Cutan. Dis. 16:49, 1898. 

7. Crocker, H. Radcliffe: Diseases of the Skin, ed. 3, Philadelphia, P. Blakis- 
ton’s Son & Co., 1910, p. 627. 

8. Foerster, O. H.: Relation of Internal Secretions to Cutaneous Diseases, 
J. Cutan. Dis. 34:1, 1916. 

9. O’Leary, P. A., and Nomland, R.: A Clinical Study of One Hundred and 
Three Cases of Scleroderma, Am. J. M. Sc. 180:95, 1930. 

10. Schwartz, H. J.: J. Cutan. Dis. 35:256 (April) 1917. 

11. Heimann, W. J.: J. Cutan. Dis. 35:257 (April) 1917. 

12. Izar, G.: Ipofisi e sclerodermia, Riforma med. 36:482 (May 22) 1920. 

13. Engelbach, W.: Endocrine Medicine, Springfield, I1l., Charles C. Thomas, 
Publisher, 1932, vol. 3, p. 815. 
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rressively worse In spite of thyroid and roentgen treatment. After 

administration of pituitary extract by mouth and weekly intra- 

uscular injections of 10 minims (0.6cc.) of solution of posterior 
pituitary, the skin gradually reverted to normal. 

(he relation of scleroderma to adrenal disturbances has often been 
considered. The hyperpigmentation frequently seen in cases of the 
diffuse type has been used as an argument that adrenal changes are a 
‘ause of the disease. Winfield ** recorded two cases in which rapid 
improvement was shown after the administration of desiccated adrenal 
eland. Schultz,’° reporting a case of scleroderma with fatal outcome 
in a woman of 19, described grayish nodules in the left adrenal gland, 
which was increased in size and was adherent to the surrounding tissue. 
(ther cases have been reported in which definite adrenal disease was 
shown at autopsy. 

Millard *® reported improvement in a case of scleroderma of the 
iffuse type after injections of epinephrine. 

Changes in the ovaries and parathyroids have also been thought to 
play a part. 

If there is an etiologic relationship between scleroderma and the 
glands of internal secretion it is probable that in some cases at least 
there are various other causative factors, such as trauma, syphilis, 
nervous shock, exposure to cold and disturbances of the sensory nerves, 
especially in association with hemiatrophy corresponding to the dis- 
tribution of the fifth cranial nerve. In many cases the sympathetic 
nervous system undoubtedly is involved; in fact, Brissaud * expressed 
the belief that in every instance scleroderma has its origin in the sympa- 
thetic nervous system. 

Ayres '® expressed the opinion that arsenic intoxication may be the 
cause of the disease in some instances. 

The method of treatment in our series of cases consisted of daily 


injections of posterior pituitary—in most instances an ampule of 1 cc. 
of solution of posterior pituitary.’® The injections were continued for 
from a few weeks to a month at a time, followed by an interval of a 


14. Winfield, J. M.: J. Cutan. Dis. 22:586 (Dec.) 1904. 

15. Schultz, cited by Osler.® 

16. Millard, M.: Sclérodermie améliorée par l’arrhénal, Bull. et mém. Soc. 
méd. d. hop. de Paris 22:163, 1905. 

17. Brissaud, E.: Pathogénie du processus sclérodermique, Presse méd. 51: 
285, 1897. 

18. Ayres, S.: Scleroderma as a Possible Manifestation of Chronic Arsenic 
Poisoning, Arch. Dermat. & Syph. 2:747 (Dec.) 1920. 

19. The pituitary extract used in these cases was surgical pituitrin (Parke, 
Davis & Company), unless otherwise specified. 
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month or more with no treatment. Some of the patients were started oy 
daily injections of 1 cc. of pancreatic extract for a month as a control 
series. Others had a series of injections of pancreatic extract between 
the courses of injections of solution of posterior pituitary. In no cas¢ 
was any definite improvement noted during the period of injections of 
pancreatic extract. 

In many cases attempts were made to obtain the physiologic effect 
of solution of posterior pituitary by spraying the nose three or four 
times a day with solution of posterior pituitary or by blowing powdered 
whole pituitary gland into the nose. In only three instances was any 
physiologic effect obtained with these methods or was any improvement 
noted during this treatment. In these cases undiluted solution of 
posterior pituitary was used. 

In most cases the immediate effect of injection of solution of 


1 


posterior pituitary was pallor, lasting from ten to twenty minutes, fol- 


lowed by flushing of the skin, lasting from fifteen minutes to an hour. 
More than half the patients complained of abdominal cramps, usuall) 
of only a few minutes’ duration, frequently followed by a bowel move- 
ment. In only two instances were the cramps severe enough to interfere 
with the course of treatment. In two instances flushing was noticed 


preceding the pallor. 
REPORT OF CASES 


Case 1 (Morphea Type).—A girl aged 18 years, single, born in New Hamp- 
shire of American parents, was seen on Sept. 21, 1933. The patient stated that 
for one year she had noticed thickening of the skin of the left upper quadrant 
of the abdomen, just below the costal margin. Some time later a hard lesion 
appeared on the abdomen near the umbilicus. General physical examination 
On Sept. 26, 1933, the basal metabolic rate was 7, 


revealed nothing abnormal. 
The areas of thickened skin on the 


the pulse rate 70 and the weight 66.5 Kg. 
abdomen measured 4.5 by 9 cm. The smaller lesion under the costal margin was 
2.5 by 5.5 cm. These areas were firm, deeply indurated and slightly pigmented, 
with slight dilatation of the vessels at the border. The Wassermann reaction was 
negative. Examination on Nov. 28, 1933, after the patient had received daily 
injections of pancreatic extract for one month, revealed no apparent change in 
the lesions. Daily injections of solution of posterior pituitary were then started. 
Up to Jan. 1, 1934, the patient had had twenty-five injections of the solution, 1 
ampule each. The cutaneous lesions were softer but of the same size. After 
each injection she became pale, had abdominal cramps and then flushed; other- 
wise the injections did not bother her. By February 20 she had received twenty- 
five more injections. On March 16 the basal metabolic rate was the same as before 
treatment. She had had twenty-five injections since the preceding examination. 
The area of thickened skin at the costal margin was of almost normal appearance 
except for slight wrinkling of the skin. Little thickening remained. The abdominal 
area still felt hard, especially in the right portion. From May 20 to June 8 the 
patient had fourteen injections, and from this time until June 29, powder of 
whole pituitary gland had been blown into the nose four times a day, but no 
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was obtained; hence the procedure was omitted. On Jan. 11, 1935, with 
eatment since the last examination, the lesion under the costal margin had 
disappeared, except for slight pigmentation. The lesion near the umbilicus 
| only pigmentation over the larger part, but an area 3 by 3 cm. was still 
ited. On April 29 the hard lesion could barely be palpated, but slight 


omentation remained. Pigmentation had faded in other areas, which were 


‘avisib 
Case 10 (Linear Band Type).—A boy aged 7 years, born in Massachusetts of 
\merican parents, was first seen on Feb. 2, 1934. The condition had been present 
ear. On the anterior surface of the right thigh and leg a linear sclero- 
dermatous area extended from the outer aspect of the buttock to the ankle. This 
area had a violaceous border and was depressed in the center. The patient walked 
a definite limp. From February to July 1 the patient had daily injections 
cc. of solution of posterior pituitary. There was definite improvement. The 
le lesion was much softer, and the skin could be picked up over the entire 
The thickening over the quadriceps tendon was much less marked. Exami- 
on November 30 showed that improvement had continued, and this was 
ied on Feb. 15, 1935. The limp was not noticeable. The patient at this 
had had one hundred and seventy-five injections of 1 cc. of solution of 
rior pituitary. 
Case 14 (Diffuse Type)—A woman aged 36, married, born in Massachusetts 
Italian parents, was seen on March 3, 1933. The patient could remember no 
us illness but had had menstrual difficulties, with considerable loss of blood 
mes, during the year prior to examination. She had had seven children. Since 
birth of the last child the menses occurred every ten days, the patient losing 
blood than she thought she should. Hardness of the skin of the hands, 
wrists, fingers, face and neck had been present since 1925 and had gradually grown 
worse. She could not close her fists. The skin could not be picked up on the 
backs of the hands. The patient could do very little with her hands. Physical 
examination revealed otherwise essentially normal conditions. The basal metabo- 
lism was +4, the pulse rate 73 and the weight 44 Kg. Injections of solution 
of posterior pituitary were begun on April 1, and thirteen were given up to April 18, 
when the patient thought that the hands had improved in color and that the fingers 
were more flexible. On May 5, when she had received in all twenty-seven injec- 
ns, she could close the fists. After each injection she became pale for ten or 
fifteen minutes and then flushed for five minutes. Examination on May 26 revealed 
» change after the use of solution of posterior pituitary had been omitted. On July 
21 the reactions to the Hinton and Wassermann tests were negative. On August 5, 
after she had had more than two months’ rest from treatment, the skin had become 
definitely worse. She had fifteen injections of pancreatic extract during July, with 
improvement in the condition of the skin. Injections of solution of posterior 
pituitary were started again on September 8, and after seven injections she began to 
menstruate freely, at which time the injections were discontinued because she 
thought that they might cause the loss of blood. In October 1933 one ovary was 
removed. On Dec. 8, 1933, the basal metabolic rate was —4, the pulse rate 66 and 
the weight 44.7 Kg. The condition of the hands was unchanged. The patient felt 
well. From this time to Jan. 5, 1934, the patient had fourteen injections of solution 
f posterior pituitary, with definite improvement. The hands were much warmer, 
more limber and less painful. The skin could be picked up over the malar promi- 
nences. The condition of the neck had also improved. Examination on January 23 
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revealed that the hands were warmer and the skin much less stiff. The skin could 
be picked up on the backs of the hands. Fourteen injections were given from 
February 9 to March 19, and the face was much improved in appearance and had 
lost its masklike look. The patient could do any kind of work with the hands. 
even sewing, and had no pain. On April 23, after a rest from treatment of ty 
months, the tip of the right index finger showed painful infection. Examination 
on June 15 showed that improvement had been maintained, although no solution of 
posterior pituitary had been given for two months. Insufflations of powdered 
pituitary gland were ordered. On June 22 the patient had used insufflations of 
powdered pituitary for a week, with no flushing, pallor or other reaction: th 
substance seemed to be inert. Examination on July 13 revealed that the condition 
of the hands had grown worse since the use of solution of posterior pituitary was 
discontinued. The patient could not pick up small objects, and the skin of the 
fingers was tight. On September 13 she stated that she had been using a spray 
of solution of posterior pituitary three or four times a day but no pallor, flushing 
or cramps had followed its use. The skin had not improved. On November 1 it 
was learned that for a short time she had complained of much pain but that after 
ten injections of solution of posterior pituitary during the two weeks prior to this 
date the hands were less painful and the color was improved. From Dec. 3, 1934, 
to Jan. 23, 1935, forty injections of solution of posterior pituitary were given. 
The tight sensation of the face was gone, and the neck was free from scleroderma. 
Improvement was unquestioned. The day of examination was cold but the hands 
were comfortable. They were still somewhat dusky, but the face was more mobile. 
The patient could close the hands easily. The neck appeared normal. On 
February 1 she stated that she had noticed improvement each time that she had 
had injections of solution of posterior pituitary but that pain recurred within a 
month or so after the injections were discontinued. She was considerably better 
than during the preceding year, however. Examination on March 6 revealed a slight 
relapse. A spray of solution of posterior pituitary had not helped. On April 3 
the thumb and forefinger of the right hand were somewhat cyanotic; the neck 
was normal, and the face nearly so. At the time of writing injections of solution 


of posterior pituitary were to be started again. 

Of the remaining seventeen cases, in six the condition was of the 
morphea type, in four of the bandlike linear type and in seven of the 
diffuse type. In all these cases from slight to marked improvement was 
shown. Improvement was marked in all cases of the morphea type, 
less noticeable in those of the bandlike linear type and least marked in 
those of the diffuse type. 

The use of subcutaneous injections of solution of posterior pituitary 
was suggested by one of us (J. L.), who had noted improvement 
in a case of morphea after administration of posterior pituitary 


extract by mouth, as prescribed by the other (E. L. O.). Most of the 


injections were given by district nurses, whose cooperation was of the 


greatest value. 
On examination of the reports of these cases we believe that some 


factors are worthy of special mention. In three cases of morphea there 
was evident increase in erythema in or about the lesions. This indicates 
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ase in the blood supply, which may have been a large factor in the 
rovement. 

all the cases of sclerodactylia, scleroderma of the face and neck 

vas shown, which improved considerably in all instances, even when the 


»rovement on the hands was slight. All the patients of this group had 
-ymptoms of Raynaud’s disease. Three reacted to injection of the 


nerves with procaine hydrochloride, indicating that vasomotor spasm 
vas a factor in these cases at least. 

On April 24, 1934, a second operation on the right side was believed 

he definitely indicated in case 16, but after thirty-six injections of 

lution of posterior pituitary improvement was so marked that Dr. J. C. 
\Vhite, who had advised the operation, expressed the belief that sympa- 

ctomy was no longer indicated. 

The patient in case 14 was at first pessimistic as to the value of the 
injections but later became enthusiastic. She did not have injections 

posterior pituitary regularly, but of late whenever she became worse 
she requested further treatment and invariably noted improvement after 
a series of injections. Both this patient and the patient in case 16 were 
carried through two winters with little discomfort, whereas formerly 
they suffered intense pain throughout the cold weather. 


COM MENT 


In discussing these cases the possibility of spontaneous recovery 


) 


from all types of scleroderma must be considered. Crocker *° expressed 


the belief that diffuse scleroderma in children has a tendency to recover. 
Oliver ** reported complete recovery without medication in two of three 
cases in children. 

We believe that it is unlikely that improvement is due to the effect 
of an amine, as no improvement was noted when injections of a simi- 
larly prepared pancreatic extract were substituted for injections of a 
solution of posterior pituitary for a month. 

It must be borne in mind that improvement obtained in any disease 
with the use of a glandular product does not necessarily throw light 
on the etiology of that disease. O’Leary and Nomland ® expressed this 
opinion in the following quotation : 


It is our belief that the value of extracts of the thyroid gland in the treat- 
ment of scleroderma is dependent not on the specific influence of the extract or 
the fact that the gland is manifesting hypofunction, but on the influence that the 
extracts exert on increasing the blood supply in the cutaneous vessels. 


20. Crocker, footnote 7, p. 622. 
21. Oliver, E. L.: Generalized Scleroderma in Children: Report of Three 


Cases and Review of the Literature, Arch. Dermat. & Syph. 25:72 (Jan.) 1932. 
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Our own experience with thyroid medication has led us to the same 
conclusion. Ina recent paper Means and Lerman ** analyzed the various 
actions of thyroid substance as a pharmacologic drug. One of these 
is the action on the peripheral circulation. The effect obtained with 
thyroid in cases of scleroderma is, in all probability, an indication of 
the action of this drug rather than of specific substitution therapy. 

Similarly, the response of scleroderma to injections of solution of 
posterior pituitary is probably due to the effect of the solution on the 
peripheral circulation rather than to any substitution effect. The changes 
in peripheral circulation produced by solution of posterior pituitary are 
much greater, although of shorter duration, than those produced by 
thyroid and may account for the more striking and constant results. . 


CONCLUSIONS 

It is possible that subcutaneous injections of solution of posterior 
pituitary may prove of value in cases of circumscribed or diffuse sclero- 
derma. It is likely that in some cases of the early stage of morphea 
complete disappearance of the lesions takes place with this treatment. 
Immediate reactions to the injections are not as a rule severe, though 
they may cause abdominal cramps lasting for some minutes, as well 
as pallor and flushing of the skin. In our series of cases there was 
no evidence that the continuation of this treatment was harmful ; indeed, 
several patients stated that they felt better during the courses of injec- 
ions of solution of posterior pituitary. 

In some cases the treatment seemed to have a lasting effect ; in others 
relapses occurred within a few months after the treatment was discon- 
tinued. Treatment with nasal sprays and nasal insufflations of powdered 
pituitary gland was found to be ineffectual. 


SUMMARY 
Twenty patients with scleroderma of different types were treated 
with daily injections of solution of posterior pituitary. In three cases 
of morphea some or all the lesions disappeared completely, leaving slight 
pigmentation. In the others varying degrees of improvement were 
shown. In two cases of the bandlike type improvement was marked. In 
a case in which the condition was associated with a severe degree of 


hemiatrophy of the face, improvement at first was considerable, but no 
further improvement was noted after the first few months. Naturally, 
the atrophy was unchanged. In five cases of sclerodactylia associated 


To What Extent It Is Explicable on the Basis of Altered Metabolic Rate, Endo- 
crinology 19:181 (March-April) 1935. 


22. Means, J. H., and Lerman, J.: Hormonic Symptomatology of the Thyroid: 
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diffuse scleroderma of the face and neck, marked improvement 
noted in the face and neck, the skin becoming definitely softer. In 
other three cases of a similar condition some improvement was noted. 


improvement was manifested in several instances by ability to 


wrinkle the forehead and disappearance of the masklike expression 
characteristic of this condition. In one of these cases the skin of the 
neck became normal in appearance except for pigmentation. In three 
cases of sclerodactylia marked softening was noted in the skin of the 
hands as well as increased mobility and relief from pain. In two cases 
the improvement was so slight that continuance of the treatment was 
not thought worth while. Sympathectomy was performed on the left 
side. with excellent immediate results in one of the last-mentioned cases. 





RECURRENT “LYMPHOGRANULOMATID” (?) 


REACTIONS IN THE COURSE OF LYMPHOGRANULOMA VENEREUM: 
REPORT OF A CASE 


LAWRENCE C. GOLDBERG, M.D. 
CINCINNATI 
AND 
GEORGE H. FONDE, M.D. 
PHILADELPHIA 


Recently Saenz ' reviewed the literature on cutaneous manifestations 
in lymphogranuloma venereum and added another report of a case to 
the reports which to date had been found only in foreign literature. In 
his patient, inflammatory papules and also nodular lesions appeared on 
the trunk, chest, face and extremities, following superficial roentgeno- 
therapy (a nonfiltered erythema dose) to each groin. He stated the 
belief that the cutaneous symptoms were the result of an increased 
allergic reaction of the skin from roentgenotherapy. Cole, in discussing 
the case, stated that he had seen a dozen or more types of cutaneous 
reaction in this disease but believed that the commonest was erythema 
multiforme; in Saenz’ case the condition was erythema nodosum. 
Bosnjakovic ? reported a case of lymphogranuloma venereum in which 
the reaction was that of erythema exsudativum multiforme following 
the injection of the patient’s own antigen and a heterologous antigen 
intradermally for a diagnostic Frei test. Midana* reported a case in 
which the patient presented a cutaneous eruption occurring simultane- 


ously with poradenitis. The lesions resembled a pyodermitis and con- 


tained a moderate quantity of purulent material. When an extract from 
the lesion was injected, a positive Frei reaction was elicited in the same 
patient and in other patients with lymphogranuloma venereum. The 

From the Department of Dermatology and Syphilology, School of Medicine, 
University of Pennsylvania, Dr. John H. Stokes, Director. 

The term lymphogranuloma venereum has been adopted by the National Con- 
ference on Nomenclature of Disease and by the American Medical Association 
Press to designate the condition which has been known as lymphogranuloma 
inguinale, lymphogranulomatosis inguinalis or lymphopathia venerea (= eum.) 

1. Saenz, B.: Unusual Form of Allergic Cutaneous Reaction in Lympho- 
granulomatosis Inguinalis, Arch. Dermat. & Syph. 31:348 (March) 1935. 

2. Bosnjakovic: Lymphogranuloma inguinale, Erythema exudativum multi- 
forme, Zentralbl. f. Haut-u. Geschlechtskr. 49:407 (Nov.) 1934. 

3. Midana, Alberto: Lesioni cutanee nella linfogranulomatosi inguinale acuta 
di Nicolase Favre, Gior. ital. di dermat. e sif. 69:1743 (Oct.) 1934. 
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ict was made by grinding one of the lesions removed for biopsy with 

_adding salt solution to it and filtering the mixture, which was then 

‘ed according to the technic of making a Frei antigen from pus 
derived from a bubo. 

In Midana’s case the microscopic examination of a specimen removed 
for biopsy showed mild acanthosis and a moderate leukocytic infiltration 
in the cutis but did not resemble the histopathologic picture seen in a 
bubo. The histopathologic picture of the lesion was different from that 
in the case reported by Saenz. He found definite necrotic areas along 
the hair follicles of the patient and minute intra-epithelial abscesses. 
Under high magnification his specimen showed pronounced inflammatory 
changes, consisting of intense edema, fibronecrotic degeneration and 
infiltration by polymorphonuclear cells and lymphocytes. There were 


also present giant, epithelioid and plasma cells. Similar infiltrations 


occurred along nerve fibers and sebaceous glands. There was dilatation 
of the blood vessels, and the connective tissue was edematous. Nicolau 4 
reported a case of a syndrome of vulvo-anorectal elephantiasis of eight 
years’ duration, with accompanying indurated and infiltrated plaques 
about the buttocks, which were deep purplish red. There was no involve- 
ment of the inguinal glands. A vaccine made from both vulvar and 
extravulvar lesions elicited a positive Frei reaction. 

Chevallier and Bernard * reported the case of a 9 year old girl with 
inguinal adenopathy, vulvar ulceration and erythema nodosum on the 
internal and anterior aspects of the legs, associated with rises in tempera- 
ture and pains in the joints. Jame, Hamon and Carrot ® reported the 
association of erythema nodosum and herpes zoster in lymphogranuloma 
venereum. Coutts and Bianchi‘ stated that when genital lesions are 
absent one occasionally sees a reaction of erythema multiforme. Leyman 
and Pipkin * presented at the clinical meeting of the Mississippi Valley 
Dermatological Conference, a patient with lymphogranuloma venereum 
and a lichenoid rash, which was a pruritic papulovesicular eruption on 


the face, neck, shoulders and chest. The eruption followed therapy 


4. Nicolau, S.: Cutaneous Lesions of Lymphogranulomatosis in a Woman with 
a Syndrome of Vulvo-Anorectal Elephantiasis, Ann. de dermat. et syph. 5:1 (Jan.) 
1934. 

5. Chevallier, P., and Bernard, J.: Vulvar Ulceration, Inguinal Adenopathy 
nd- Erythema Nodosum with Pustular Elements, Bull. Soc. frang. de dermat. et 
syph. 39:760 (June) 1932. 

6. Jame, L.; Hamon, J., and Carrot, E.: Erythema Nodosum and Zona in 
Nicolas-Favre Disease, Soc. de méd. mil. franc., Bull. mens. 26:45 (March) 1932. 

7. Coutts, W. E., and Bianchi, T. B.: Lymphogranulomatosis Venerea and Its 
linical Syndromes, Urol. & Cutan. Rev. 38:263 (April) 1934. 

8. Leyman, C. F., and Pipkin, J. L.: Lymphopathea Venerea with Lichenoid 
Rash, Arch. Dermat. & Syph. 31:581 (April) 1935. 
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with vaccine, in which various Frei antigens were used. In the discus- 
sion that followed, Hall stated that he was treating a patient with 
lymphogranuloma venereum who had an associated erythema nodosum. 


Summarizing the literature, we find the types of reaction recorded to 
be (a) erythema multiforme, (>) erythema nodosum, (c) papulopustular 
pyodermitis, (d) lichenoid eruption, (e) indurated plaques and (f) 
zosteriform manifestations. 

With these facts in mind, we shall present the report of a case which 
may indicate the presence of cutaneous allergy in lymphogranuloma 
venereum. 

REPORT OF CASE 

History.—K. K., aged 42, a Polish laborer, referred by the surgical dispensary 
to the clinic of cutaneous medicine on May 4, 1935, presented a massive indolent 
inguinal adenopathy on the left side of six weeks’ duration. An incision had been 
made into the swelling on April 1, but no pus had been evacuated. The lymphatic 
involvement appeared to be slowly progressive. Definite constitutional symptoms 
were absent, but there had been a gradual decline in the patient’s well-being for 
the past two months, with a loss in weight of 18 pounds (8.2 Kg.). The family 
history was irrelevant. The patient, a widower, stated he had been exposed to 
venereal disease about three weeks prior to the onset of symptoms; there was a 
possible history of sodomy. He said that a penile lesion had not existed at any 
time, and no history of gonorrhea or syphilis was given. 

Examination.—The patient was in a fair state of general health, but he was 
thin and somewhat pale. In the inguinal region on the left the lymph nodes were 
matted together in an indurated mass about the size of a fist. This hard tumefac- 
tion was irregular to the palpating hand (adenitis and periadenitis) and painless 
and could be moved en bloc over Poupart’s ligament and the fascial planes 
beneath. The overlying skin, to which the nodes were attached, appeared deeply 
congested and somewhat livid, particularly at the summit of the swelling, where 
an incision 2 cm. long had been made. A thin serous fluid, but no pus, exuded in 
scant amount from the opening. On the opposite side a solitary walnut-size 
inguinal node could be palpated. It was likewise indolent, indurated and freely 
movable. The external genitalia were completely normal; no lesions or scars were 
visible, and there was no urethral secretion. It was considered unnecessary to 
proceed further with the dark-field examination or with stains for gonococci. The 
rest of the physical examination gave essentially negative results. No other 
lymphadenopathy was present; the mucous membranes were normal; rectal exami- 
nation disclosed nothing worthy of note, and the general integument presented no 
lesions at this time. 

Laboratory Examination.—The urine was normal. The blood count, total and 
differential, was within normal limits. The blood serum gave negative results 
on two occasions to both the Wassermann and the Kahn tests. On May 4 the 
reaction to an intradermal Frei test, performed with 0.1 cc. of a heterologous 
antigen, was strongly positive and attained its maximum after four days. 

Clinical Course-—The diagnosis of lymphogranuloma venereum was considered 
established after the twenty-four hour Frei reaction became positive, and the patient 
was placed on treatment with a pentavalent antimony preparation (antimonio- 
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date of lithium)® given triweekly in ascending doses. On June 1, about 

onth later, a small fluctuant collection appeared under the skin, and pus 
aspirated for the preparation of the patient’s own Frei antigen; a small 
on was made for drainage. 

iancous Eruption—On June 3, two and one-half months after the onset of 
disease and forty-eight hours after the inguinal bubo was incised, a florid 
ilar eruption appeared simultaneously on both sides and the nape of the neck 
| on the dorsum of the left hand and wrist. The lesions, at first purely papular, 
deeply set, infiltrated, about the size of a split pea or slightly larger and 
deeply erythematous. On the summit of most of the papules a minute vesicopustule 
developed, which later resulted in faint central pitting. There was no involve- 
ment of the mucous membranes. The patient complained of vague pains in the 
joints and muscles, particularly in the region of the right knee; the symptoms. 

fact, had been present for several days before the cutaneous efflorescence. Con- 


WCTE 


comitantly, the glandular mass in the left groin became larger and somewhat tender. 

\s in Saenz’ case,! a fairly striking morphologic resemblance was observed 
hetween the papular elements of the eruption and the infiltrated papules, with the 
surrounding erythematous halo and surmounting vesicopustule, characteristic of 

strongly positive Frei reaction. Observed in the ensemble, the clinical picture 
was classified as erythema multiforme by Dr. John H. Stokes. Its involution was 
somewhat slow (about two weeks) and was not quite complete before the flare-up 
of the next cutaneous exacerbation. A biopsy was performed for histologic study 
of the eruption. 

On June 6 the patient was tested with 0.1 cc. of his own Frei antigen by intra- 
dermal injection. An immediate urticarial wheal, roughly 3 cm. in diameter, with 
pseudopods and surrounding erythema, was noted; this reaction persisted for over 
two hours. After forty-eight hours the characteristic papule of a strongly positive 
Frei reaction was present at the site of the injection. The test was likewise per- 
formed on the dorsum of the hand, among the cutaneous elements described, and 
the same prompt urticarial reaction was observed. (The same Frei antigen gave 
negative results in two normal control subjects, L. C. G. and G. H. F.) 

The following week there occurred a definite exacerbation of constitutional 
symptoms, especially of pain in the region of the right ankle. The temperature, 
however, remained within normal limits, and there were no objective signs of 
inflammation around the ankle, except slight tenderness on pressure over the mesial 
aspect. At this time a definite decrease of the inguinal adenitis was noted, while 
the cutaneous eruption had involuted at least 50 per cent. After a week the 
papules were almost entirely gone. 

On June 18, after two weeks of rest from treatment, the cutaneous efflorescence 
on the neck and hand recurred, although it was not quite as pronounced as before. 
\gain the patient complained of arthralgia, especially on walking. The ankles 
were not red or swollen. Other areas became involved, and pale erythematous 
papules were observed on the right forearm and around the base of the neck and 
the upper part of the thorax. Since the patient was still under active treatment 


r 


9. This preparation of antimony, chemically antimoniothiomalate of lithium, 


is now under investigation and will be reported on subsequently. It has been pro- 
cured through Professor A. Sézary, of the Faculté de Médecine de Paris, who 
has used this form of treatment (Sézary, A., and Lenégre, J.: Treatment of 
Lymphopathea Venerea by Antimony, Bull. Soc. frang. de dermat et syph. 39: 
1183 [July] 1932). 
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with the antimony compound, a patch test was performed with the drug, wit! 
negative results. On July 7 a fairly large block of tissue was excised from th 
nape of the neck (the region of conglomerate papules), and a tissue extract was 
prepared; the intradermal injection of 0.1 cc. of this extract also gave negatiy; 
results. The test was repeated, with a similarly negative response. Again, th 
eruption slowly faded and was practically gone after three weeks. By this tim 
the involution of the inguinal adenopathy was almost complete. 

Histopathologic Picture of the Cutaneous Lesions—The epidermis showed 
little change, except for a mild degree of intercellular and intracellular edema, 
mostly of the rete pegs. There was a moderate degree of edema in the papillary 
bodies, and the collagen tissue stained poorly. The papillary vessels were dilated, 
and a moderate mononuclear infiltration was present. In the upper portion of the 
cutis the blood and lymph vessels were dilated and somewhat engorged. There 
were a moderate lymphocytic infiltration and an occasional leukocyte. No plasma, 
epithelioid or giant cells were seen. Aside from the edema no other pathologic 


feature was observed. 


Comment on the Case.—After the appearance of the infiltrated 
erythematopapular eruption on the nape of the neck and the dorsun 
of the hand, associated with the pains in the joints, malaise and muscular 
pains, we felt that the eruption was the result of intramuscular injections 
of the antimony compound (a dermatitis medicamentosa ) or the reaction 
of the skin to the disease. The intramuscular injections of pentavalent 
antimony were stopped, but the eruption persisted for from three to 
four weeks after the cessation of the drug; it then gradually faded from 
the nape of the neck but did not disappear from the dorsum of the 
hand. The eruption did not reappear after the beginning of the second 
course of intramuscular injections of the drug. <A patch test was 
performed on the patient’s back near the nape of the neck, using the 
full strength of the drug, but after twenty-four and forty-eight hours 
no reaction was noted, and the patient complained of no subjective 
symptoms, such as pruritus or burning. 

In the hope that we might obtain a positive cutaneous reaction from 
an injection of the extract of the cutaneous lesions, a piece of tissue 
was removed from the skin of the nape of the neck. The specimen which 
was taken was 3 cm. long, 0.5 cm. wide and 0.25 cm. thick and weighed 
approximately 1 Gm. Sterile measures were taken; the specimen was 
ground with sand and a small amount of physiologic solution of sodium 
chloride was added. The material was then filtered through three 
thicknesses of sterile gauze and cotton, so as to eliminate the grosser 
particles of tissue, without removing the virus from the filtrate, were 
it present in the tissue. Physiologic solution of sodium chloride was 
added to make ten times the weight of the tissue, and the antigen was 


prepared in the same manner as Frei antigen. Both the aerobic and 
the anaerobic cultures were sterile. An intradermal test was made with 


the tissue extract; after twenty-four and forty-eight hours no typical 
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reaction was observed. A small erythematous papule was present, 
lh was not deemed significant. The procedure was repeated, and the 
lt was again negative. 

(he negative result may be explained by several possibilities : 

|. The antigen of lymphogranuloma venereum was not present in 

cutaneous lesions as such. 

2. The lesions were the reactions of the person to toxic products, 
absorbed by the blood stream when the bubo was incised. 

3. The reaction was that of an allergic person, although no atopic 
history was obtainable. 

}. An anergic state followed repeated dermal reactions, either 
because the cutaneous sensitivity was exhausted or because a refractory 
state was induced. 

In our case the patient reacted strongly both to a heterologous 
antigen and to his own. Many observers state that a patient reacts 


poorly to his own antigen; in the case reported a definite urticarial 


wheal developed within from thirty to forty-five seconds after the 
intradermal test, showing the intense reaction of this patient to his own 
antigen, but no urticarial reaction to the heterologous antigen was 
observed. At the same time intradermal tests were made at the sites of 
the cutaneous reaction, but no local effect was noted in the lesions. 


SUMMARY 

A case of erythema multiforme is reported, occurring in a patient 
with lymphogranuloma venereum. 

The eruption was recurrent and associated with an exaggeration of 
the size of the inguinal glands, contitutional symptoms of malaise and 
pains in the joints and muscles. These symptoms disappeared as the 
eruption subsided. 

Biopsy of the lesion did not present the typical histologic picture 
seen in a bubo of lymphogranuloma venereum. 

The reaction to the antigen made from a specimen of the cutaneous 
lesion removed for biopsy was negative, confirming the similar observa- 
tion of Saenz. 

Dr. James Forrester, associate in bacteriology of the Pepper Laboratory, and 
Mr. William Brandes, bacteriologist, gave technical assistance. 





ALLERGIC BACTERIAL DERMATOSES 
THEIR DIAGNOSIS AND TREATMENT WITH AUTOGENOUS VACCIN} 
A PRELIMINARY REPORT 
THOMAS N. GRAHAM, M.D. 
AND 


EUGENE F. TRAUB, M.D. 


NEW YORK 


Certain dermatoses, including chronic urticaria, erythema toxicum, 


erythema multiforme and chronic eczema, have been acknowledged in a 


number of instances to be of allergic bacterial origin. 

Williams * stated that urticaria, which is usually ascribed to specific 
sensitization to food, is more often due to an infection. He expressed 
the opinion that even in cases in which it followed digestive disturbances 
it was probably of bacterial origin, the action of the parasite taking 
place within the intestinal canal. He called attention, also, to the num- 
ber of cases in which erythema multiforme accompanies acute arthritis 
and is therefore a definite allergic manifestation of bacterial sensitiza- 
tion. Although chronic eczema is seldom studied from the standpoint 
of focal infection, there are many definite instances of cures that were 
effected by the removal of a bacterial focus. The most common foci 
of infection predisposing to the occurrence of these dermatoses are the 
teeth, tonsils, sinuses, gallbladder, appendix and intestinal tract. 

Hopkins and Kesten,’ in a study of the etiology of urticaria, reported 
8 cases in which the condition cleared up completely after the removal 
of a focus, and 6 cases in which it responded to the treatment of focal 
infection. Twelve of the 14 patients reacted to Staphylococcus aureus, 
either to an extract of the organism or to its soluble toxin. Of the 
total number of cases of urticaria in which the cause was determined, 
those in which it was considered to be of bacterial origin constituted 
about 20 per cent. 

From the Skin and Cancer Unit, New York Post-Graduate Medical School 
and Hospital, Columbia University. 

1. Williams, Charles M.: Cutaneous Manifestations of Allergy, Arch. Dermat. 
& Syph. 29:333 (March) 1934. 

2. Hopkins, J. G., and Kesten, B. M.: Urticaria, Arch. Dermat. & Syph 
29:358 (March) 1934. 
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(homas and Touart * used a vaccine test of the skin as a guide to 
vaccine therapy for patients sensitized to bacterial substances. They 
dealt with patients with asthma, allergic coryza, allergic dermatoses 

| infectious arthritis. Their paper was a report on 300 patients con- 

lered to have bacterial asthma. They made a careful selection of 
‘ients, in order to avoid giving vaccine therapy to a person unfitted 
the method. They prepared vaccines from all organisms obtained 
and made cutaneous tests with each type. A vaccine eliciting a nega- 
tive reaction was not used in therapy. Their final results from vaccine 
therapy in the 300 patients with asthma showed complete relief from 
symptoms in 40 per cent of the cases and material relief in 31 per cent, 
a total of 216 patients aided. About 90 per cent of the patients were 
relieved for from one month to three years, and about 8 per cent were 
relieved for more than three years, with no recurrence at the time the 
report was published. These writers have as yet made no report on 
their results in the treatment of allergic dermatoses due to bacteria. 


STUDY OF THIRTY CASES 

\We have studied a group of 30 cases of involvement of the skin 
which we considered to be of allergic bacterial origin. They consisted 
of 20 cases of urticaria, 5 of erythema multiforme, 2 of erythema 
toxicum, 2 of eczema and 1 of prurigo. We made cultures of material 
from all possible foci of infection and, for a preliminary study, pre- 
pared vaccines only from streptococci we were able to isolate. We 
hope to report a more complete study at a later date, in which we 


shall prepare vaccines from each organism isolated. 


PROCEDURE * 

The procedure we employed in this study was as follows: We took specimens 
for culture from the throat, tonsils or tonsillar foci and nares of each patient, and 
we also prepared cultures from specimens of sputum and stool, which the patients 
were instructed to collect at home in sterile jars. Each patient was referred to 
the dental department for a roentgenogram of all teeth. Abscessed teeth were 
removed, and cultures were made of material from the sockets. When there were 
symptoms referable to the prostate, uterus or urinary bladder, adequate specimens 
were taken for culture. When streptococci were isolated, a vaccine was prepared 
irom a 1 per cent suspension of centrifugated, washed bacteria, that is, 0.01 cc. of 
hacteria was added to 0.99 cc. of 0.25 per cent cresol in saline solution. The sus- 
pension was inactivated in a water bath at from 56 to 58 C. for one hour. A 

ntrol culture was made in order to verify the fact that there were no live 
bacteria, 


3. Thomas, W. S., and Touart, M. D.: Clinical Reactions to Vaccines as 
Guides in Treatment, Am. J. M. Sc. 184:240 (Aug.) 1932. 


4. The laboratory procedure is that used by Dr. Clyde H. Brown in the 


‘thritis clinic of the French Hospital, New York. 
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As an initial test 0.01 cc. of the vaccine and 0.04 cc. of cresol were injected 
intradermally into the flexor surface of the forearm. At the same time we injected 
0.05 cc. of cresol as a control. Tests were interpreted after forty-eight hours. 
and the patient who showed a positive reaction was treated with vaccine. The 
dosage, which was started with 0.05 cc. injected subcutaneously, was increased jp 
proportion to the severity of the reaction. The usual increase was 0.01 cc. twice a 
week, but a severe reaction sometimes necessitated maintaining the dose at the 
same level for several treatments. If the test injection showed that the patient 
was extremely sensitive, the initial dose was 0.02 cc., and the increase was made 
so that a moderate reaction was maintained. The maximum dose employed in any 
case was | cc. 

RESULTS OF STUDY 

Of the 30 cases studied, in 20 streptococci were obtained on cul- 
ture of material from foci. Two of these patients failed to return for 
the cutaneous vaccine test. Of the 18 remaining patients, each of 
whom received the test injection of autogenous vaccine, 12 showed a 
positive reaction and were treated by vaccine, as outlined. As a control 
we treated 3 of the patients presenting a negative reaction to the vac- 
cine, and no improvement was noted after several months of treatment. 


The eruption of 3 of the 12 patients showing a positive reaction 


to the vaccine cleared up. From each a focus of infection was removed. 


REPORT OF CASES 


CAsE 1.—A woman aged 27 was admitted to the clinic on Jan. 4, 1933, with 
the complaint of recurrent urticaria of six months’ duration. She also had arthritis 
and psoriasis. The routine cultures were made, and hemolytic streptococci were cul- 
tured from material of the tonsils. The patient gave a history of numerous sore 
throats, accompanied by urticaria. A cutaneous test with a vaccine prepared from 
the culture was positive. Vaccine treatment was started, and when the tonsils 
were removed, on March 15, 1933, the urticaria flared up considerably. The 
eruption persisted, with remissions. Acute attacks were accompanied by attacks 
of arthritis, and each gradually diminished in intensity, with subsequent exacerba- 
tions. The urticaria and arthritis were both completely cleared in one and one- 
half years. During most of this time the patient received injections of vaccine. 
When the patient was seen by us about fifteen months later, there had been no 
recurrence. 

CasE 2.—A woman aged 45 was admitted to the clinic on March 26, 1934, with 
a history of urticaria of one year’s duration. She also had arthritis. Cultures 
from the throat yielded hemolytic streptococci. Roentgen examination revealed 
that 4 teeth were abscessed. They were removed, and cultures were made of 
material from the sockets. Nonhemolytic streptococci were isolated. A vaccine 
was made from each culture, which elicited a positive cutaneous reaction. Vaccine 
treatment was carried on for four months. The condition of the skin gradually 
improved and finally cleared up. 

Case 3.—A man aged 22 was admitted to the clinic on June 4, 1934, with the 
complaint of urticaria of four months’ duration. Nonhemolytic streptococci were 
cultured from material from the throat. A roentgenogram of the teeth revealed 
that one was abscessed. On removal of the tooth nonhemolytic streptococci were 
cultured from material from the socket. A vaccine prepared from each culture 
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elicited a positive cutaneous reaction. Treatment was carried on with vaccine 
prepared from culture of material from the throat, with no improvement in the 
condition. Four weeks later the vaccine prepared from culture of material from 
the tooth socket was used; there was gradual improvement. When the patient 
was last seen, after about four months of treatment, the eruption had cleared. 


COMMENT AND CONCLUSIONS 


Of 30 cases studied from the standpoint of bacterial allergy, in 
20 streptococci were obtained on culture from foci of infection. Twelve 
of these patients who showed a positive cutaneous reaction to vaccine 
prepared from the culture were treated with the vaccine. In the case 
of 3 of the patients who were treated, a focus of infection was removed: 
tonsils in 1 instance and abscessed teeth in the other 2. Each of 
the 3 patients showed gradual improvement, with a final disappear- 
ance of the eruption long after the removal of the focus. One patient 
was observed for fifteen months after treatment, and there was no 
recurrence. To determine how much credit for these results should 
be given to the removal of the foci and how much to vaccine therapy 
requires further study. 

Of the other 9 patients treated, 5 showed some improvement, which 
was only temporary, and 4+ showed none. 

These observations, we believe, demonstrate the importance of the 
role of focal infection in causing allergic dermatoses. Removal of 
proved foci has apparently been effective in treatment. Vaccine therapy, 
which in a number of cases favorably influenced the course of the erup- 
tion, in our series failed to effect a cure. Our results are necessarily 
inconclusive, as for this preliminary study we have limited our obser- 
vations to infections due to streptococci; also the number of cases 
studied is small. We believe that this form of therapy has distinct 
possibilities, and we shall report at a later date on a larger series of 
cases in which vaccines of all organisms isolated from probable foci 
of infection and eliciting a positive reaction of the skin are used in 
treatment. 

Note.—Since submitting this article, we have added 24 cases to our 
study in which vaccines were prepared from all organisms isolated from 
probable foci of infection. The results from vaccine therapy in these 
cases have been much more satisfactory than in those previously reported. 
Of the additional 24 patients whose cases we studied 15 showed positive 
reactions to cutaneous tests and were treated with vaccine. Of these, 
5 were apparently entirely cured, and 5 showed decided improvement. 


In all these patients the condition had been present for a long time, and 
a number of them had been studied from the standpoint of allergy, all 
the standard tests having been made, including the bacterial allergen 


scratch test, with negative results. There were definite instances in 
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} an intradermal cutaneous test with vaccine made from a culture 
a focus of infection elicited a positive reaction of the skin, whereas 
ratch test with a bacterial allergen from the same organism elicited 
We believe, as a result of our recent findings, that 


vative response. 
final report will establish the importance of autogenous vaccine in 


liagnosis and treatment of allergic bacterial dermatoses. 
Our laboratory work was carried on by Dr. Elsa A. Barthel and Miss Eleanor 


tney. 
565 Park Avenue. 


140 East Fifty-Fourth Street. 





Case Reports 


ANGIOKERATOMA 


KURT JAENICKE, M.D. 


CLINTON, IOWA 


In view of the rarity of angiokeratoma I feel justified in reporting 


a case which has recently come under my observation. 


REPORT OF A CASE 


History —W. T. H., a white man aged 55 years, dropped a board on the great 
toe of his left foot three years ago. The accident resulted in a bruise of moderate 
severity. The toe was painful and “turned blue.’ Home remedies were applied, 
and in the course of a week recovery had taken place. A month after the accident 
the patient noticed a peculiar dusky hue of the skin of the toe, but did not seek 
medical advice. There were no subjective symptoms. Since the accident the 
skin of the left foot has been gradually undergoing changes. 

One year ago warts appeared on the end of the left great toe and spread 
fairly rapidly along the inner border and surface. The patient then consulted 
his family physician, who snipped off one of the warts at its base. A profuse 
hemorrhage that was difficult to control followed. There was no history of chil- 
blains. The patient’s heredity was not relevant. There were no signs of tubercu- 
losis. The general health was excellent, and there was no history of any serious 
ailment, with the exception of an attack of “sciatic rheumatism” sixteen years ago 
which lasted about one month. The Wassermann reaction of the blood was 
negative. 

Examination—The patient’s left foot presented typical symptoms of angio- 
keratoma. On the dorsum there was a linear group of dilated venous capillaries 
which varied from the size of a split pea to one-half inch in diameter and began 
almost 1 inch behind the tarsal-metatarsal joint of the fifth toe, extended obliquely 
downward across the bases of the fourth and third toes and involved the entire 
dorsal surfaces of the second and great toes. 

The telangiectases were dark red to purplish and were elevated to an appreciable 
extent. When pressure by glass was applied the vascular dilatations emptied 
and much of the color disappeared, but reddish spots remained in the center 
of each lesion. The skin over the lesions was not markedly changed in appearance 
except for a moderate roughness. 

The lesions on the second toe were marked and tortuous owing to the fusion 
of the closely lying vascular dilatations. They were dark red at the periphery 
and a dull, leaden color in the center. The dermal covering was hyperkeratotic. 

The great toe was telangiectatic and the skin, the color of which could be 
partially obliterated by the diascope, was purplish red on the dorsum and of a 
leaden hue on the extremity. The inner surface and the end of the toe wer 
thickly studded with wartlike growths, some of which measured one eighth of an 
inch in length. The warts were sharp and horny to the touch, imparting a prickly 


sensation, and had a remarkable transparency, each apex being darker than the 
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They were firmly attached by their bases to the dusky skin covering 
ous dilatations. The whitish tinge visible in the illustration is due to the 
of a salicylic acid ointment which the patient had applied. The ointment 
d the warts to some extent and made them less conspicuous. 
the lateral surface of the foot under the external malleolus and on a 
ponding site of the right foot a large area of skin about 2 by 3 inches 
avolved. The lesions were of a brighter red, were somewhat elevated and 
be partially emptied by pressure with glass. The overlying skin showed 
irty excresences, but was rough. 

right foot presented a lesion on the dorsum of the third toe, covering 
tire surface. Its color was reddish brown. The skin was rough, and under 
ification minute warty growths were discernible. Both legs exhibited a 
lency to varicosities of the superficial veins. The scrotal skin was normal. 











Photograph of the patient’s feet showing the telangiectases. 


There was also a small area on the dorsum of the third finger of the left hand 
which was considered a beginning angiokertoma. 
\ biopsy for histologic study was refused. 


COMMENT 
\ case of angiokeratoma is reported which since its initial appear- 
ance has been gradually progressing without indications of retrogression. 


lhe unusual feature of the case is the late onset of the condition, 


when the patient was 52 years old, since the disease generally affects 


youths. The injury to which the patient ascribed the condition does not 
appear important as an etiologic factor, for the right foot gives evidence 


of the disease without any previous trauma. 


406 Howes Building. 





Minor Notes 


CONTACT DERMATITIS DUE TO CHICKEN BLOOD 
Hiram D. Newton, MD., San Dreco, CAttr. 


An extensive search of the English, French and German literature failed + 
disclose an instance of contact dermatitis due to chicken blood. The following 


case seems worthy of report, in order to have a record of such sensitization. 


REPORT OF CASE 

On Oct. 19, 1931, Mr. E. G. T., aged 29, the proprietor of a grain and milling 
store, came to my office with the dorsa of the hands and fingers covered with ar 
oozing, scaling, cracked vesicular dermatitis which had been present for several 
months. There was no history of asthma, hay fever or previous dermatoses. 

There were a few areas of mild superficial interdigital intertrigo of the feet 
and on clinical evidence a diagnosis of dermatophytosis of the hands and feet 
was made. On treatment with 10 per cent silver nitrate, ultraviolet rays and 
wet packs of aluminum acetate, improvement was prompt, and the patient returned 
to work in about ten days. 

The day after he returned to work he presented himself at the office with his 
hands in the same condition as when first seen. Closer inquiry into the nature 
of his work disclosed contact with various grains and feeds and with chickens 
and rabbits. Patch tests elicited a positive reaction to chicken blood but not t 
chicken feathers. Tests also elicited a negative reaction to rabbit blood and 
rabbit fur and to the grain and feed with which he came in contact. 

When he discontinued the killing and cleaning of chickens he promptly 


well and has remained well since that time, except on occasions when he comes 


} 


becam 
in contact with chicken blood. 
He would not give permission for experiments with fractions of chicken blood, 


so that it could be determined whether sensitization was due to serum or t 
corpuscles, nor would he permit an attempt at passive transfer to be made. 


A HITHERTO UNDESCRIBED METHOD OF TREATING 
SEBACEOUS CYST 


SAMUEL FELpMAN, M.D., New York 


The following method of treating sebaceous cyst has yielded uniformly good 


results in the past five years, with less scar formation than usually results from 


surgical treatment. 


From the Department of Dermatology of the Bronx Hospital, the Morrisani 


City Hospital and the Lebanon Hospital. 
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dealing with an infected sebaceous cyst (or even an ordinary small sub- 

us abscess), a large 18 gage needle, attached to a syringe is inserted into 

ivity of the cyst at its most dependent position, and the pus is aspirated. 
times it is necessary to withdraw the needle and express the contents of the 

cyst through the opening. After this, a needle attached to a syringe containing 
95 ner cent alcohol is reinserted through the same pucture hole and enough alcohol 
‘niected into the cavity of the cyst to produce slight tension with blanching of 
skin. This causes a mild burning sensation, which wears off in a few minutes. 
needle is then withdrawn, and the fluid is again removed by means of gentle 
This process may be repeated several times, until practically a clean fluid 


ssure. 
A drain made of several strands of horse hair or of chromic catgut is 


returns 


inserted into the opening, and a dressing is applied. This is allowed to remain for 


ut three days; then the drain is removed, the cavity is emptied and alcohol is 

n injected. In the case of a small cyst, when the dressing is removed after 
a few days the drain will usually be found on the dressing and the cavity will be 
practically or entirely closed. For a larger cyst, the process may have to be 
repeated several times until the desired result is obtained. Occasionally the entire 
apsule of the cyst will present itself at the opening and will lend itself to removal 
through the opening by means of forceps, or the opening may have to be slightly 
nlarged if the capsule happens to be thick and hard. The result, however, is 
uniformly good, and the scar is hardly perceptible. 

When the cyst is not infected and the contents are firm, alcohol is injected 
into the cavity of the cyst under sufficient pressure to produce a mild blanching 
of the overlying skin, and the needle is withdrawn, allowing the alcohol to remain. 
[he slight pain which results wears off in a few minutes. The result of this 
treatment is that the firm material within the cavity of the cyst becomes softened 
sufficiently after a few days so that it can be expressed through the opening. 
A small cyst may become sclerosed after one injection. In larger cysts another 
and even a third injection may be needed to liquefy the contents of the cyst suffi- 
ciently that they may be removed through the needle puncture. After this the 
lesion is treated in the same manner as an infected cyst. 

Pus cavities in cases of acne conglobata have been treated by this method, and 
while it was possible to make them heal it was not always possible to avoid 


scarring. 


1955 Grand Concourse. 





Abstracts from Current Literature 


Epitep BY Dr. HERBERT RATTNER 


Massive INTRAVENOUS INJecTIONS. Harry J. WaArTHEN, Arch. Surg. 30:199 
(Feb.) 1935. 

A comprehensive and interesting history of intravenous injections, including 
that of blood, is given. In order to determine the effect of massive intravenous 
injections, dogs were utilized for the experimental work. The animals were given 
intravenous infusions of 5 and 10 per cent solutions of dextrose, a 0.7 per cent 
solution of sodium chloride and a hypertonic solution of sodium chloride. The 
average amount injected was 124 cc. per kilogram of body weight. The results 
varied with the different solutions used. It was noted that large amounts of the 
usual solutions employed for infusions could be injected intravenously into dogs 
without causing death or evidence of cardiac embarrassment. Injection of excessive 
amounts of fluid results in cerebral or pulmonary edema. The most favorable 
changes in the chemical composition of the blood occur with infusions of isotonic 
solutions of dextrose and sodium chloride. In general, the results showed that 
relatively large amounts of solution could be injected intravenously into dogs 


without unfavorable results. kK arser, Rochester, N. Y. [Am. J. Dis. Cum] 


THE RATIONALE OF MALARIAL THERAPY IN CEREBROSPINAL SYPHILIS. 
Menzies, Canad. M. A. J. 33:504 (Nov.) 1935. 


Menzies stresses the importance of early diagnosis of cerebrospinal syphilis. 
Every patient with syphilis in whom the disease is past the primary stage should 
undergo a lumbar puncture. If examination of the cerebrospinal fluid indicates 
an involvement of the central nervous system, Menzies advocates immediate 
inoculation with malaria unless there are clear contraindications. He reports in 
detail two cases of tabes dorsalis in which the progress of the disease was arrested 
and symptoms were relieved after malarial therapy. Attention is drawn to the 
impossibility of complete cure when the disease has progressed sufficiently to cause 
actual destruction of nerve tissue. 


PsycHocenic Factors 1N Dermatoses. F. E. Cormra and D. Siicut, Canad. 
M. A. J. 33:527 (Nov.) 1935. 

The authors report on a self-inflicted eruption of six years’ duration affecting 
the arms and legs. The diagnosis was substantiated when healing occurred after 
the application of an occlusive dressing. The patient was of a masochistic type, 
and there was some marital disharmony. The case is considered an example oi 
the relief of sexual tension occurring through an extragenital mechanism. 


An ImprROvVED SourRCcE OF ULTRA-VIOLET LIGHT FOR THE DIAGNOSIS OF RINGWORM 
OF THE ScaLp. A. M. Davinson, S. A. Boyp and C. P. Hatratin, Canad. 
M. A. J. 33:534 (Nov.) 1935. : 


The authors have devised a lamp which provides a source of ultraviolet radia- 
tion by means of a special miniature type of incandescent bulb with a cured 
filament. A Corning filter is used to exclude most of the visible rays. The 
advantages of the equipment are (1) its portability and (2) its inexpensiveness 
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WASCULAR SYPHILIS: A Necropsy Survey. F. E. Cormia, Canad. M. A. J. 
33:613 (Dec.) 1935. 

rmia studied the records of the 7,416 autopsies made in thirty-five years at 

the pathologic institute of the McGill University and at the Royal Victoria 


tal, Montreal, Canada. He found records of 199 cases of cardiovascular 

‘lis, an incidence of 2.68 per cent. The number of cases of cardiovascular 

‘lis which ended fatally was found to have decreased but slightly during the 
ty-five years of the survey. 

Cardiovascular syphilis was the most common cause of death when it existed 
vith other forms of syphilis. Coexisting arteriosclerosis played a relatively minor 
is a cause of death. The belief that secondary bacterial endocarditis infre- 
tly follows syphilis of the aortic valve was confirmed. Aneurysm was much 

re infrequent in women than in men, but when it was present it tended to run 
, more rapid course. Pure aneurysm and syphilis of the coronary arteries rarely 
coexisted, while syphilis of the aortic valve was commonly associated with syphilis 
of the coronary arteries. The records showed that the symptom of pain was 
frequently absent in cases of syphilis of the coronary arteries. Aneurysms of the 
sinuses of Valsalva were apparently dependent on simultaneous syphilitic involve- 
ment of the surrounding area and the aortic valve. There was 1 dissecting 
ineurysm of undoubted syphilitic origin. Cerebral thrombosis was due to 
neurysmal fibrinoses thrombi in 2 instances. The distal trunks of the coronary 
irteries were the seat of lesions suggesting syphilitic arteritis in 23 per cent of 
the cases of coronary involvement. Syphilis of the myocardium was not infrequent, 
ind apparently had a demonstrable influence as a cause of death. Syphilis of the 
mitral valve occurred in association with syphilis of the myocardium in 2 instances. 
In 1 of these the syphilitic valvular lesion was superimposed on a bacterial endo- 
carditis. There was a syphilitic thrombosis of the pelvic veins in 1 instance. One 

ise of syphilitic phlebitis of the femoral veins was observed. There were 2 
ases of multiple miliary cerebral aneurysms which were apparently of syphilitic 
rigin. Three single intracranial aneurysms were recorded. 


H 


roie 


[HE TREATMENT OF CONGENITAL SYPHILIS WITH Stovarsot. A. M. Davinson 

and ArTHuR R. Birt, Canad. M. A. J. 34:33 (Jan.) 1936. 

In observations on a series of fifty-one patients with congenital syphilis it was 
found that acetarsone (stovarsol) produced twice as many reversals of the positive 
Wassermann reaction in one third the time as the customary treatment with the 
arsphenamines. During the two years in which acetarsone had been used it was 
also noted that the general condition of the patient improved. Syphilitic lesions 
yielded quickly to the treatment. There were only three mild reactions consisting 
of headaches and a gastro-intestinal upset. The advantages of the drug were found 
to be (1) the oral administration, (2) the lack of fear in the patient, (3) the fewer 
toxic effects than with arsphenamine and neoarsphenamine and (4) the low cost. 


RHINOSCLEROMA, WITH THE Report oF A Case. P. E. IReELANp, Canad. M. A. J. 
34:149 (Feb.) 1936. 


\ case of rhinoscleroma is reported from Canada where the disease is rarely 
seen. The patient was born in Poland and went to Canada six years before the 
onset of the disease. When he was observed by Ireland, the disease had invaded 


the nose and spread as far down as the larynx. The diagnosis was verified by the 
pathologic examination and by the demonstration of Bacillus mucosus-capsulatus. 


Tue ImMporTANCE OF Earty DiacNnosis IN Mycotic DISEASES, WITH SPECIAL 
REFERENCE TO BLASTOMYCOSIS, WITH A BrieF Report oF Two CASES. PAULINE 
BereGcorF-GILLtow, Canad. M. A. J. 34:152 (Feb.) 1936. 


Fungi of the order Saccharomycetes were found in the sputum of two patients. 
In one of these patients the disease simulated pulmonary tuberculosis; the second 
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patient exhibited black sputum, and the tongue was coated with a thick grayish 
membrane and had hypertrophied papillae. The tonsillar fossae were congested. 
The author considers the diagnosis of blastomycosis in both instances. 


Lewis, New York. 


MENTAL RETARDATION ASSOCIATED WITH ENDOCRINE AND NON-ENDOCRINE Con- 
DITIONS. Murray B. Gorpon, LAWRENCE KuUSKIN and BERNARD Berkowitz, 
Endocrinology 19:561 (Sept.-Oct.) 1935. 

The authors compared 216 children with endocrine disease with 284 mentally 
retarded children showing no evidence of such disease and investigated the relation 
of the findings to the incidence of congenital syphilis. There were 12 instances 
of congenital syphilis in the former group, namely, 5 cases of hyperthyroidism, 
3 of myxedema, 2 of pituitary obesity and 2 of adiposogenital dystrophy. These 
cases constituted 5.5 per cent of the group, whereas congenital syphilis was present 
in 8 per cent of the cases of mental retardation not due to endocrine disease, the 
incidence of the nonendocrine disorders being as follows: 1 case of mongolian 
idiocy, 2 of microcephalus, 2 of hydrocephalus, 16 of mental retardation, 1 of 
achondroplasia and 1 of tabes. 

The authors express the belief that congenital syphilis plays an insignificant 
part in the production of endocrine disorder. 


OBESITY AND OCULAR SYMPTOMS IN MENTALLY ALERT CHILDREN DUE TO Hypo- 
THYROIDISM. JOSEPH P. CosTtELLo, Endocrinology 20:105 (Jan.-Feb.) 1936 


Costello points out that mentality is not always affected in patients with hypo- 
thyroidism; children with thyroid deficiency may be bright and alert but have a 
tendency toward obesity, but the obesity is not of the padding kind seen in patients 
with the pituitary disorders. He states that the lowered metabolic rate is out of 
proportion to the apparent health and mentality. In spite of rates of from —14 to 
—26 per cent, the dry skin, dry thin hair and so-called pseudo-edema usually seen 
in patients with myxedema are absent in children exhibiting the syndrome dis- 
cussed by Costello. Lyncu, St. Paul. 


Fever THERAPY OF Mycosis Funcorpes. JosepH V. Krauper, J. A. M. 
106:201 (Jan. 18) 1936. 

Klauder treated two patients with mycosis fungoides by fever therapy. The 
first patient was inoculated with malaria, and the second was treated by means 
of the Kettering hypertherm. Three patients with mycosis fungoides treated else- 
where by means of malarial inoculation are also referred to. In four of the five 
patients the results were favorable. It is not proposed, however, that malarial 
therapy would cure the disease. Klauder expresses the belief that malarial inocula- 
tion is superior to fever produced by the electrical method, and he states that if 
the latter method were used, he would favor the injection of nonspecific protein 
to simulate a systemic infection. 


Tue LympHomatorp DisgEAsEs. E. B. KrumBuaar, J. A. M. A. 106:286 (Jan. 

25) 1936. 

Krumbhaar analyzes 150 cases of lymphomatoid and related diseases from the 
autopsy records of the Temple University Hospital and Philadelphia General 
Hospital. He objects to the term lymphoblastoma because it is too inclusive 
and because its use suggests a neoplasm, an implication which is not justified 
in referring to diseases like Hodgkin’s disease and Banti’s disease, which many 
observers regard as infections. In these instances, the use of the term lympho- 
blastoma is not only unscientific but it tends to smother curiosity and retard 
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study. Of the 150 cases studied, 22 were cases of lymphatic leukemia ; 
ere cases of lymphosarcoma; 35 were cases of Hodgkin’s disease and 28 were 
. of myelogenous leukemia. The other 24 cases were instances of nine other 
homatoid diseases. It was noted that there was a ratio of over two males 

ne female for the entire survey. Of the 22 patients with lymphatic leukemia, 
were males. Definite episodes were strikingly connected with the onset of the 
din ise in many instances. Attention is drawn to the frequent cutaneous mani- 
festations of the various lymphomatoid diseases. The occasional apparent muta- 
and transitions from one disease to another and mixed manifestations of 
er more diseases make the whole subject extremely complex. The lympho- 
matoid diseases are much alike in having a fatal prognosis. With few exceptions, 
are peculiarly susceptible to irradiation. The relative resistance of the 


tu 
tW 


they 


iculoses to irradiation may prove useful in segregating this group. 


UNDAMENTAL, RECIPROCAL RELATIONSHIP BETWEEN MYELOID AND LYMPHOID 
Tissues: Its RECOGNITION, NATURE AND IMPORTANCE AS REVEALED BY 
EXPERIMENTAL AND CLINICAL Stupies. B. K. WiseMAN, C. A. Doan and 

L. A. Err, J. A. M. A. 106:609 (Feb. 22) 1936. 

[he authors suggest the existence of a fundamental physiologic reciprocal 
relationship between myeloid and lymphoid tissues. Experimentaly induced 
hyperplasia of myeloid and lymphoid tissue produced separately in rabbits suggests 
that hyperplasia in each tissue occurs at the expense of hypoplasia in the other. 
These changes are usually reflected in the peripheral blood by a reciprocal altera- 
tion in the levels of the myeloid and lymphatic cells. Observations on the blood 
and tissues in cases of certain diseases provide instances in which this reaction is 
apparently responsible for some of the hitherto puzzling alterations regularly 
found in the blood and tissue. It is suggested that disturbances of physiologic 
origin which alter the normal balance of blood-forming tissues may be important 
in the etiology of some of the blood dyscrasias. 


Scapies AMONG THE WELL-To-Do: Some Princreces ILLUSTRATED BY THE ELITE. 
Joun H. Strokes, J. A. M. A. 106:674 (Feb. 29) 1936. 


Stokes enumerates the difficulties sometimes encountered in the diagnosis and 
treatment of scabies in office practice. He points out that careful search should 
be made for burrows and especially for twin papules connected by burrows. The 
lesions should be examined with a hand lens, as the unaided eye may not detect 
burrows. The regularity of nocturnal itching is a valuable sign, and the dis- 
tribution of the eruption should be helpful. When the signs are insufficient for 
a diagnosis, examination of contacts should be made. The well known complica- 
tions of scabies are also mentioned. 


ROFIBROMATOSIS: THE EFFECT OF PREGNANCY ON THE SKIN MANIFESTATIONS. 
Joun C. SHarpe and RicHarp H. Younc, J. A. M. A. 106:682 (Feb. 29) 


1936. 


In each of the four cases reported the occurrence of the first pregnancy 
increased the number and size of the tumors and caused additional brownish 
pigmented areas to develop. After delivery there was an arrest in both the growth 
and the multiplicity of the cutaneous tumors. There was a familial history of 
the disease in each case, and each of the four patients stated that one or more 
ot her children had the forme fruste of the disease. The authors point out that 
the exacerbation of the disease by pregnancy increases the possibility of involve- 
ment of the bones or of the central nervous system or of ulceration, malignant 
degeneration or increased pain because of the size of the lesions. They advise 
prevention of pregnancy in patients with the incomplete, as well as in those with 
the complete form of the disease. 
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DERMATITIS OF THE PENIS CAUSED BY EPHEDRINE. LesTER HOLLANDerR, J. A, 

M. A. 106:706 (Feb. 29) 1936. 

A recurrent dermatitis of the penis was determined to be due to the use of 
ephedrine as a nasal spray in the treatment of hay fever. <A patch test of the 
ephedrine spray applied to the arm gave a completely negative reaction, but when 
the preparation was applied to the penis an intense reaction occurred. 


Lewis, New York. 


RAGWEED (ContTAcT) DERMATITIS PRropUCED EXPERIMENTALLY IN THE GUINEA Pjc, 

L. A. BrunstinG and R. J. Bamey, J. Allergy 6:547 (Sept.) 1935. 

The authors performed experiments in which contact dermatitis due to ragweed 
was produced successfully in three of fourteen guinea-pigs by repeated painting 
of the apparently normal, unabraded plucked skin with a relatively weak solution 
of the specific vegetable oil in ether. In the sensitized animals the following 
observations were made: 

Erythema first appeared at the site of primary reaction after a period of 
incubation of from ten to thirteen days. The mature primary reaction was typically 
eczematous in gross and microscopic appearance. Hypersensitivity of the skin 
was apparent at sites far removed from the primary reaction. 

Passive transfer by the Prausnitz-Kuistner technic was unsuccessful. In none 
of the unsensitized animals were positive reactions obtained. 

Caro, Chicago. 


THE MANIFESTATIONS OF VITAMIN A DEFICIENCY IN MAN. L. J. A. LOEWENTHAL, 
Ann. Trop. Med. 29:407 (Dec.) 1935. 


Loewenthal warns against the fallacy of considering the symptoms resulting 
from vitamin deficiency as being due to lack of one vitamin only. 

He states that in the majority of cases a deficiency of more than one vitamin 
is found, basing his belief on the study of 450 patients with vitamin deficiency. 

In addition to xerophthalmia, keratomalacia and night blindness, which are 
accepted as symptoms of vitamin A deficiency, Loewenthal lists the following 
dermal manifestations: dryness, harshness and irritation of the skin of the whole 
body due to increased keratinization; papular, acneform eruption with comedo-like 
formations ; changes in the nails consisting of lack of luster and increased brittle- 
ness. The acne vulgaris-like lesions rarely show pustulation. 

Conditions of doubtful vitamin A deficiency include neuritis, sore mouth and 
perléche, itching of the scrotum, diarrhea and dysentery, general infections and 
cutaneous sepsis, but Loewenthal concludes that they are not sequelae of vitamin A 
deficiency but may be etiologically related to avitaminosis of other varieties. 


Jamieson, Detroit. 


PREMATURE GREYNESS OF THE Harr. V. Ko tew, Brit. J. Child. Dis. 32:41 (Jan.- 

March) 1935. 

The case is briefly reported of an apparently healthy girl of 12 years whose 
hair started to turn gray over both temples at the age of 10 years. In the course 
of six months the canities spread over the entire scalp, but the eyebrows and 
eyelashes remained dark chestnut-brown. 

The only explanation which the author offers is that the parents were elderly 
and that their hair had already turned partly gray when the child was conceived. 
[This explanation does not seem plausible. Abstractor.] 

LANGMANN, New York. [Am. J. Dis. Curvp.] 





ABSTRACTS FROM CURRENT LITERATURE 499 


\fetHops TO BE EMPLOYED IN THE INVESTIGATION OF NEW SUBSTANCES 
ESIGNED FOR THE TREATMENT OF Sypuitis. W. R. Snoperass, Brit. J. 
Dermat. 48:1 (Jan.) 1936. 


In this paper the author considers the subject much as do Stokes and Kolmer, 
nd he goes a step further in that he outlines and discusses a plan for investigations 
hoth animals and man. Investigations are preferably carried on in large, well 
iipped laboratories; a large supply of material should be provided, and adequate 
e must be allowed to determine such facts as the lethal dose and mode of death, 

and late toxic manifestations, the effects on particular tissues, means of pre- 
venting and treating reactions, etc. In man the question of toxicity must be decided 
frst, then the clinical effect on late cutaneous manifestations of syphilis or sub- 
itaneous gummas. Determinations are made of the serologic effect on late stages 

syphilis in which there is a positive Wassermann reaction, of the clinical and 
bacteriologic effect on early stages of syphilis, etc. Each of the aforementioned 

ints and the reasons for considering the various subjects in the order in which 
they are taken up are discussed in detail. Rattner, Chicago. 


Il 


nt 


STUDIES IN THE SEROLOGY OF SypuiLis. C. C. Basu and H. N. CHATTERJEE, 
Indian J. M. Research 23:673 (Jan.) 1936. 


Basu and Chatterjee studied 561 serums in an endeavor to determine the best 
method of detecting the presence of syphilis and to modify the present complement 
fixation tests. 

As a result of their study they express the belief that no single test makes it 
possible to diagnose all cases of clinically proved syphilis, and they therefore 
recommend the use of two or more tests in combination. 

In the order of sensitivity they rank the methods as follows: (1) serum dilu- 
tion method, (2) Harrison’s method, (3) Meinicke-Klarungs reaction II and (4) 
Kahn standard test. 

Even with the use of multiple tests 3.5 per cent of clinically proved cases of 


syphilis were undetected. Cases of neurosyphilis constituted 2 per cent of the 


undetected cases. 


Favus in Inpta. N. C. Dey and P. A. Maprestone, Indian J. M. Research 

23:687 (Jan.) 1936. 

A new species of Achorion has been isolated by Dey and Maplestone in a case 
of favus occurring in a 16 year old Indian boy. A minute description of the 
fungus is given together with all the cultural characteristics. The name proposed 
for this species is Achorion actoni nov. sp. Jamieson, Detroit. 


THe TREATMENT OF ACNE VULGARIS WITH SPECIAL REFERENCE TO X-Ray. JoHN 
C. Bettsario, M. J. Australia 2:656 (Nov. 9) 1935. 


Belisario briefly summarizes the usual etiologic factors. He states that females 
are rarely, if ever, affected on the back or chest unless the face is involved 
at the same time whereas in males the whole or part of the back of the chest 
may be affected while the face remains clear. [This observation is open to ques- 
tion. Abstractor.] The clinical types are described, and in stating the areas of 
predilection Belisario mentions that the pa of the skin in these areas is main- 
tained at approximately 4.5 while in the axillae where acne is never seen a less 
acid concentration prevails. 

The treatment is divided into the constitutional therapy, internal therapy with 
corrective measures, administration of tonics, if necessary, and local management. 
Administration of vaccines and foreign protein therapy are not advised. The 
author advises elimination of chocolate, cheese, cocoa, white bread, hot drinks, 
tats, starchy foods and sweets. Topical applications: are described, and prescrip- 
tions are given. 
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Belisario reviews the literature on the value of roentgen radiation as a thera- 
peutic measure. The results in a series of 102 cases are given. He used one 
fourth of an erythema dose [MacKee standard] of radiation unfiltered or filtered 
with 0.3 mm. of aluminum. Clinical cure was obtained with only eight doses jn 
approximately 90 per cent of these cases. In a further 10 per cent of the cases 
four additional doses were required after a period of rest of one month. In 10 
per cent of the cases in this series in which only eight treatments were given, 
relapses were noted within twelve months. Administration of four additional 
treatments of one-fourth erythema dose improved the condition. Standardization 
was checked by three dosimeters, and the cutaneous tolerance of most of the 
patients was tested before treatment was given. Belisario ascribes his good results 
to this preliminary procedure. General routine measures were combined with the 
radiation, and at times a weak local medication was applied. Exposure to ultra- 
violet radiation and sunlight should not be used during the roentgen treatment. 
The technic in which he used the “metalix” glass applications and tube is 
described. 

An outline for the after-care of acne after fractional roentgen irradiation js 
given. 3AER, Pittsburgh. 


MULTIPLE CHONDROMAS ASSOCIATED WITH SUBCUTANEOUS FIBROMAS AND SCLERO- 
DERMA. E. Lesn&é, C. LAuNay and G. Lorser, Bull. Soc. de pédiat. de Paris 
32:667 (Dec.) 1934. 

A boy of 8 years presented a number of disturbances of the connective tissue 
consisting of chondromas of the phalanges and of the left ear, subcutaneous fibromas 
where the skin had been the seat of trauma or infection, sclerodermatous plaques 
and sclerodactylia. The cholesterol, uric acid, phosphorus and calcium contents 
of the blood were normal. The basal metabolic rate was —15 per cent, but 
there was no clinical evidence of hypothyroidism. 

BENJAMIN, Montreal, Canada. [Am. J. Dis. Cump.] 


THREE ADDITIONAL CASES OF INFANTILE ACRODYNIA. JULIEN LAmorit, J. d. sc. 

méd. de Lille 53:245 (March 10) 1935. 

The author considers infantile acrodynia to be due to infection by an unknown 
neurotropic filtrable virus, resembling those of encephalitis and poliomyelitis and 
capable of reactivation by measles or any intercurrent infection having a filtrable 
virus and of survival in a clear medium. This hypothetic virus may cause diffuse 
and superficial changes in the spinal cord and the neurovegetative system, with 
selective preference for the centers in the infundibulotuberal region, a preference 
which explains the extent and diversity of the symptoms, the frequency of occur- 
rence of the complaint, as it always appears as a sequel to an intercurrent infection, 
and the full restoration in most cases. The disfiguring form seems to be the 
exception. Vinton, Brooklyn. [Am. J. Dis. CHrtp.] 


EryYTHEMA NoposuM ASSOCIATED WITH A NEGATIVE REACTION TO TUBERCULIN. 
Nits Lanoporr, Rev. franc. de pédiat. 11:157, 1935. 

Seventeen cases of erythema nodosum are cited in which, in spite of large doses, 
the reaction to tuberculin remained negative. A case of special interest occurred in 
a girl, aged 7 years, who had two episodes of erythema nodosum six months apart. 
At the time of the first episode, the reaction to tuberculin was negative with as high 
as 3 mg. of tuberculin, and there was no clinical or roentgen evidence of tuber- 
culosis. With the second episode the reaction was markedly positive with 0.1 
mg. of tuberculin, and the roentgenogram showed a primary tuberculous lesion in 
the upper lobe of the left lung. From these observations one must conclude that 
erythema nodosum may be a nonspecific allergic symptom in spite of its usual asso- 
ciation with tuberculosis. 
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es IN INFANTS’ AcropyNIA: II. CaprttAroscopy. J. Boucomont and R. 
\ron, Rev. franc. de pédiat. 11:272, 1935. 
ten cases of acrodynia studies were made with the capillaroscope. In all 
ses abnormal dilatation of the subpapillary plexus was observed, with increase 
number of capillaries. This was more difficult to see in the later stages, 
thickening of the epidermis had occurred. The rapidity of the capillary 
‘lation was for the most part within normal limits. 
Lestiz, Evanston, Ill. [Am. J. Dis. Curxp.] 


1y¥ ANTERIOR PITUITARY PREPARATION ON THE SKIN AND ITS APPENDAGES. 
PIGHINI and L. Santon, Gior. ital. di dermat. e sif. 76:1393 (Dec.) 1935. 


An emulsion of the anterior lobe of the hypophysis was used with success in 
cases of alopecia areata, alopecia seborrhoeica, acne vulgaris and rosacea. The 
experiments with animals carried out by Pighini and Santoni showed that the 
anter' ior pituitary preparation which they used has a marked influence on the growth 
f hair. The beneficial action of this glandular extract is explained by its 


timulating effect on the thyroid and on the gonads. The emulsion used in these 


StITTU 


periments contained all, or at least the greatest part, of the active hormonal 


expe : 
principles of the anterior lobe of the gland; this differentiates it from the less 


successful products used by other experimenters. 


BroLoGic PROPERTIES OF A STRAIN OF TUBERCLE BACILLI REPEATEDLY TRANSPLANTED 
FROM SKIN TO SKIN IN GUINEA-PiGs: PossriBILiry OF ASSUMPTION OF 
Powers OF Exective LocaLizaATION. FEtLice Bernucct, Gior. ital. di dermat. 

76:1473 (Dec.) 1935. 

The purpose of this investigation was to ascertain whether a certain strain of 
tubercle bacillus when repeatedly transplanted from skin to skin in the guinea-pig, 
acquired dermotropic properties. After many passages the bacilli were injected 
ntravenously into fresh animals. The experiments were unsuccessful in the sense 


that no electivity for the skin was demonstrated. Bernucci expresses the belief 
iat further experimentation along these lines is promising. 


+ 
Ul 


DEVELOPMENT OF TERTIARY SYPHILIS AND VARIOUS FoRMS OF NEUROSYPHILIS IN 

RELATION TO INITIAL THERAPY. ArtTURO Nicastro, Gior. ital. di dermat. e 

76:1477 (Dec.) 1935. 

This study is based on the results obtained after five years in 875 patients 
treated for syphilis in Palermo, Italy. Of these patients, 258, or 33.09 per cent, 
had late manifestations after five years. The incidence of the various manifesta- 
tions was as follows: 10.81 per cent of the patients had syphilis of the skin, bones, 
heart, aorta, genitals and liver; 5.83 per cent had symptoms of cerebrospinal 
syphilis, and 12.80 per cent had metasyphilitic lesions. In the latter group were 
patients with dementia paralytica (7.54 per cent), tabes (4.68 per cent) and the 
tabetic form of dementia paralytica (0.56 per cent). Of the 875 patients, 195 had 
received no treatment at all; 608 had been irregularly and improperly treated, 
and only 72 had received appropriate treatment according to modern standards. 
The aforementioned manifestations of late stages of the disease occurred in 44.06 
per cent of the nontreated patients, in 26.13 per cent of those poorly treated and in 
16.66 per cent of those adequately treated. 


THe INOCULATION OF SPIROCHAETA PALLIDA INTO GUINEA-Pics. AucGusTo Oro, 
Gior. ital. di dermat. e sif. 77:79 (Feb.) 1936. 
The implantation of relatively large fragments of virulent material from rabbit 
syphiloma may produce syphilitic infection in guinea-pigs. The period of incuba- 
tion is in inverse proportion to the amount and to the virulence of the implanted 
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material. The infection in guinea-pigs rarely causes a chancre, but some loca] 
infiltration with abundant spirochetes occurs in the tissues. Regional adenopathy 
is constantly present, but the number of spirochetes found in the glandular tissye 
is small. In exceptional cases the regional adenopathy is the only sign of a 
positive inoculation. Oro concludes that guinea-pigs cannot replace rabbits as 
experimental animals in experiments of this type. 

Parpo-CAstTELLo, Havana, Cuba. 


LocaL Bioop PicrurE IN ErytTHEMA Noposum. DENES voN MoOnrirz and 
ALEXANDER Dora, Arch. f. Kinderh. 104:65, 1935. 


Total and differential white cell counts were made daily on blood obtained 
from the fingers and the erythematous nodules of fourteen children with erythema 
nodosum. In this way the local blood picture of the erythematous nodules was 
compared with the systemic blood picture. The fourteen children reacted positively 
to tuberculin tests of the skin. In every case the blood taken from the nodule 
showed a much higher total white cell count and a much higher percentage of 
lymphocytes than the blood taken from the finger. Helmreich obtained the same 
results in the counts on blood taken from an area of the skin reacting to a tuberculin 
test. These observations support the view that the nodules of erythema nodosum 
are of allergic nature and usually occur on the basis of a tuberculous infection. 


LEMAsteErR, Evanston, Ill. [Am. J. Dis. CHuzp.] 


FURTHER CONTRIBUTIONS TO THE CAUSE OF IMPETIGO CONTAGIOSA ALBO 
STAPHYLOGENES (Dont). Haruxo ASANO, Jahrb. f. Kinderh. 144:222 (April) 
1935. 

The point is emphasized that heretofore Japanese authors have looked on 

Staphylococcus albus as the sole etiologic factor in the contagious dermatosis occur- 


ring in the summer months in children from infancy to 3 years of age. 

The author, in the years from 1930 to 1933, undertook bacteriologic studies in 
158 cases of this condition. He found that in 72.8 per cent the disease was due to 
Staph. albus, in 18.3 per cent, to Staphylococcus aureus and in 8.9 per cent, t 


Staph. aureus and Staph. albus mixed. 
He was able to reproduce the condition in 16 infants by implantation experi 


ments with Staph. aureus isolated from patients who had previously had th 
disease. 

From these results he concludes that Staph. aureus is also an etiologic factor, 
and he proposes the new name impetigo (contagiosa) staphylogenes infantum. 


LANDAU, Rochester, N. Y. [Am. J. Dis. Cumzp.] 


PATHOGENESIS OF ERYTHEMA NoposuM. ANNE-Marie Goipperc-CurtH, Monat- 
schr. f. Kinderh. 61:249, 1935. 

An extensive and critical review of the literature of erythema nodosum was 
inspired by the occurrence of three cases in the author’s clinic. She concludes that 
typical erythema nodosum is a cutaneous reaction resulting from an infection by 
a yet undiscovered virus. However, erythema nodosum may occur as a cutaneous 
reaction resulting from the toxins of almost any infection. In the majority of 
cases in children the condition is closely related to tuberculosis and may occur 
as a manifestation of a primary infection. The association with tuberculosis does 
not necessarily suggest a bad prognosis. 

All forms of erythema nodosum suggest an allergic constitution and are 
certainly not tuberculous infections of the skin. Polymorphous erythemas are 
frequent in this condition and seem to occur with variations in the allergic condi- 
tion of the tuberculous patient. 
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frequency of erythema nodosum in northerly climates, especially in tuber- 
; children, suggests that racial characteristics of the skin may play a pre- 


ng part. Gerst_Ey, Chicago. [Am. J. Dis. CuHIvp.] 


e 


\NING BY SULFUR DURING THE TREATMENT OF Scabies. S. Nitto, Jap. J. 
Dermat. & Urol. 38:434 (Sept.) 1935. 
itto treated a mother and two of her children for scabies, using percutaneous 
ns of a 10 per cent solution of purethan (an organic sulfur combination) 
live oil. 
same night, at home, severe symptoms consisting of vomiting, diarrhea 
temperature of 39.7 C. (103.46 F.) developed in the mother; the itching, 
vever, disappeared. After a day the vomiting and diarrhea also subsided, but 
temperature remained 39.1 C. (102.38 F.), and slight edema about the eyes 
isted. All the symptoms returned after inunction with mitigal. It is believed 
at the general symptoms were due to percutaneous resorption of the sulfur 
stituents of these preparations. 


Syuiuitic SERUM REACTION IN CASES OF INOCULATION WITH MALARIA. Y. 
KoBpAYASHI, Jap. J. Dermat. & Urol. 38:656 (Oct.) 1935. 


report is based on observation of fifty patients with chronic gonorrhea 
iving malaria therapy. The Wassermann reaction became positive in all, 
Murata reaction in twenty-two and the Meinicke reaction in sixteen. Ten 
ients had received antisyphilitic treatment. The Wassermann reaction became 
sitive as early as the seventh day after the first attack of fever; in some cases 
was still positive after the serum had been diluted from sixteen to thirty-two 
times, and it generally became negative from the first to the sixth week after 
» malaria had been arrested by administration of quinine or injections of neo- 
arsphenamine. As a rule, the more intense the reaction the longer it persisted. 
The Wassermann reagin seemed to be fully as thermolabile as in syphilitic 
rums and was even more sensitive to cold, as demonstrated by the so-called 
“C) C. method of Tamiya.” The so-called precipitation curve of Murata and 
Tamiya in the cases of malaria produced by inoculation resembles that observed 
cases of syphilis. Tables and graphs are given. 


LLICULITIS DECALVANS WITH INVOLVEMENT OF VARIOUS REGIONS OF THE Bopy. 
M. Sato, Jap. J. Dermat. & Urol. 38:693 (Oct.) 1935. 


A 42 year old man had suffered since the age of 23 from a perifollicular and 
follicular infiltration and suppuration, resulting in loss of the hair, destruction of 
sebaceous glands and final cicatrization. The process began on the lower extrem- 
ities while the patient was working as a machinist on a ship, his body being 
exposed to oils, coal dust and gases from the combustion of oils; later when 
e left the naval service the process became less intense on the legs, but it spread 
n subacute form to the pubic hair, the axillae, the scalp and the region of the 
beard. For three months he was treated with roentgen irradiation, application of 
intments and injections of autovaccine; this resulted in improvement but not 

cure, 

Histologically the active form of the process was a superficial pustulation 
ibout the hair follicle consisting of pus cells, the process then continuing down 
to the root of the hair in the form of a perifollicular infiltration of lymphatic 
‘ells with interspersion of a few plasma and mast cells and occasional giant 
cells. In the healed areas the sebaceous glands and the hair had disappeared, but 
the sweat glands were practically normal. 

Staphylococcus aureus was cultivated, but experiments with animals, aggluti- 
nation and precipitation reactions gave negative results. Sate expresses the 
opinion that some other factor, such as coal dust or gases, caused the disorder. 
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EXPERIMENTAL STUDIES ON THE INFLUENCE OF EXTRACTS OF INFLAMED Sxry 
ON THE Boop Picrure. M. NAKAmMuRA, Jap. J. Dermat. & Urol. 38:919 
(Dec.) 1935. P 
Pieces of skin from rabbits and rats were aseptically removed from areas 

on which dermatitis had been produced with croton oil and from areas of norma] 

skin. The specimens were freed from fatty tissues, macerated with ten times their 
weight of physiologic solution of sodium chloride, allowed to stand for extraction 
in an icebox for twenty-four hours and then filtered. 

After a preliminary period during which the animals had received a fixed diet 
and had been subjected to determinations to establish the norm for each anima] 
to be studied, 3, 5 and 10 cc. of the extracts of inflamed skin per kilogram of 
body weight were injected subcutaneously into animals of the same and of th: 
other species, and examinations of the blood were made each day for seven 
days. 

In the animals which had received injections of homologous extract (rabbit 
to rabbit; rat to rat) there were in most instances a decrease in the number of 
red blood cells and in the hemoglobin content and an increase in the number of 
leukocytes as well as a decrease in the number of lymphocytes, neutrophils, meta- 
myelocytes and myelocytes and an increase in that of large mononuclears. Similar 
but less pronounced results were obtained with the extracts of normal skin, but 
there was such divergence in intensity, chronology and duration of the changes 
produced by the two kinds of extracts that, in the author’s opinion, there exists 
some active substance in the inflamed skin, in addition to any in the normal skin 
which is carried by the blood stream to the hematopoietic organs and induces the 
more pronounced changes in the blood. 

No results were obtained with injections of heterologous extracts. 

J. W. BrennAN, Chicago 


SUPERINFECTION AND REINFECTION IN SYPHILITIC RAppits: ON THE NuMBER 
OF SPIROCHETES IN THE BLoop oF INTRAVENOUSLY REINFECTED SYPHILITIC 
Rapsits. K. Suime, Lues: Bull. Soc. japon. de syph. 12:76 (April) 1935. 


Rabbits were treated with sodium arsphenamine thirty-five, fifty-two and sev- 
enty-seven days after being infected intratesticularly, and twenty-one days later 
they were reinfected intravenously with a large number of spirochetes. Thirty- 
five days later blood was removed from the heart and inoculated cutaneously into 
healthy rabbits. No syphilitic infection occurred in these animals. 


STAINING OF SPIROCHAETA PALLIDA IN FrRozEN Sections. K. Ono, Lues: Bull. 
Soc. japon. de syph. 12:82 (April) 1935. 

The author recommends the following method of staining spirochetes in frozen 
sections: The tissue is fixed in solution of formaldehyde U.S.P., diluted 1: 10, 
for from thirty minutes to twenty-four hours, washed in tap water, frozen and cut. 
The frozen sections are dried at room temperature on glass slides, put in a solution 
of formaldehyde U.S.P., diluted 1:10, for fifteen minutes, washed thoroughly with 
tap water, put for fifteen minutes in a 1 per cent solution of sodium bicarbonate and 
again thoroughly washed. Then they are stained with one of the numerous stains 
which the author has found to be satisfactory for this purpose. 


CASE OF CARCINOMA OF THE SCROTUM WITH THE CLINICAL APPEARANCE OF AN 
Utceratep GumMA. Hicurro Urase, Lues: Bull. Soc. japon. de syph. 12: 
95 (April) 1935. 
Urabe reports a case of squamous cell epithelioma in the 56 year old captain of 
a ship. The lesion was located on the right side of the scrotum near the perineum, 
was sharply limited, kidney-shaped, ulcerated, and measured 2.5 cm. in diameter. 
The diagnosis was based on the results of biopsy, a microscopic examination 
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been made because no effect was obtained from the anti-syphilitic treat- 
The tumor was removed. After the operation three enlarged inguinal 
vere noticed in the right inguinal region, the swelling of which proved to be 


ic. This is the first case of scrotal carcinoma reported in Japan. 


NFECTION AND REINFECTION IN SypuHititic Rappits: INTRACUTANEOUS 
SUPERINFECTION AFTER INTRAVENOUS PRIMARY INFECTION WITH SPIROCHETES. 
SuiMe, Lues: Bull. Soc. japon. de syph. 12:115 (June) 1935. 


bits were infected intravenously with a large dose of an emulsion containing 
etes. Superinfection by intracutaneous inoculation was carried out in the 
roup ten days, in the second group two weeks, in the third three weeks, and 
fourth four weeks, after the primary infection. Two animals were inoculated 
simultaneously intracutaneously and intravenously; one animal was inoculated by 
mtravenous injection only, and the other, intracutaneously only. The results 
the experiments are given in a table, which shows that the sooner after the 
primary intravenous inoculation the intracutaneous superinfection was carried out 
he later the generalized metastatic lesions appeared. 
The time of appearance of the primary chancre varied irregularly in the dif- 
ferent experiments. The metastatic and the primary chancres were more marked 
he rabbits which were superinfected sooner after the first infection and in those 
were infected intravenously and intracutaneously at the same time. 


RELATION BETWEEN SYPHILIS AND TRAUMA. K. Ono and S. Isuipa, Lues: 
Bull. Soc. japon. de syph. 12:144 (June) 1935. 


Through their experiments the authors have confirmed the observation of 
hesney that Spirochaeta pallida was found in excision scars of rabbits infected 
with syphilis by way of the veins or the testicle. Syphilitic papules were always 


present and were larger in the more recent excision scars; they were smaller and 


frequently absent in the older excision scars. The investigators express the belief 
that these areas form a place of minor resistance, but they think that the kind 
of scar, its age and the age of the syphilitic infection play an important role in the 
formation of the syphilitic lesion. Bioom, New York. 





Society Transactions 


NEW YORK DERMATOLOGICAL SOCIETY 
Ray H. Rutison, M.D., President 
Oct. 22, 1935 


EuGeNngE F. Traus, M.D., Secretary 


AMyLorposis Cutis LICHENoIDES. Presented by Dr. Howarp Fox. 


H. L., a man aged 47, a Jewish poet, has suffered from pulmonary tuberculosis 
for several years. The eruption began two years ago on the lower part of the 
legs and gradually extended upward to the middle of the thighs. It is strikingly 
symmetrical, and the greater part of it is situated on the antero-internal aspect 
of the lower two thirds of the legs. The lesions are flesh-colored or light 
yellowish discrete verrucous elevations the size of the head of a large pin. 
There is no tendency to the formation of patches, no sign of inflammation or 
oozing and no tenderness on pressure. The patient complains of considerable 
itching and shows numerous punctate marks of scratching. Dr. O. S. Philpott, 
of Denver, who referred the patient, wrote that the presence of amyloid was 
demonstrated histologically and that the case will later be reported fully by 
him. 

DISCUSSION 

Dr. J. FRANK FRASER: Amyloidosis usually occurs in chronic diseases such 
as tuberculosis (especially Pott’s disease), chronic nephritis and syphilis. One 
of the features of amyloidosis is that it stains pink with methylene blue. With 
the Van Gieson stain amyloidosis shows a yellowish brown color, whereas hyaline 
degeneration stains pink. Amyloidosis is a real infiltration, and the substance 
formed is probably related to chondroitin-sulfuric acid. I think that Dr. Fox 
has established his diagnosis. 

Dr. Frep Wise: In connection with Dr. Fraser’s remarks I wish to state 
that every one who has written on the subject has emphasized the fact that 
patients who have cutaneous amyloidosis seldom have visceral amyloidosis; that 
is, the disease usually occurs only in the skin. Likewise, patients with visceral 
amyloidosis usually do not have cutaneous amyloidosis. An exception to this 
rule was recently recorded by Michelson. 

Dr. Howarp Fox: As far as I know, this is the first patient with amyloidosis 
of the skin to be presented before the society. The diagnosis was conclusively 
made by Dr. Philpott, congo red, I believe, having been used to demonstrate 


amyloid. 


A CASE For Dracnosts (ULCER oF THE THORACIC WALL?). Presented by Dr 

JosePpH J. Etter. 

C. B., a man aged 29, an automobile mechanic, who was first seen on Sept. . 
1935, presents on the right side of the thorax, just below the axilla, a punched- 
out undermined granulating ulcer which discharges a greenish yellow purulent 
exudate and which measures roughly 12% by 6% inches (30 by 16 cm.). On the 
right anterior axillary line there is a smaller lesion, about the size of a lemon 


presenting the same characteristics. Surrounding both is a rather marked ery- 
thema due to roentgen rays. 


The following history was obtained: The smaller lesion appeared first, as 
a small nodule; the larger one, which began in the same way, developed later. 
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ly after the onset of the disorder the patient visited a physician, and he 
received medical care and treatment since. He has been treated with wet 
ngs and hot soaks; various ointments have been applied, and a course of 
tions of autogenous vaccine has been given. He has also received nine 
‘ments with filtered roentgen radiation. The patient states that he has no 
ereal infection and that he underwent a Wassermann test and the result was 
tive. His blood count was normal. 
\ biopsy of material from the involved area was made by the pathologist 
the hospital where the patient has received treatment. The diagnosis was 
berculosis. 
\ Wassermann test of the blood made at my office gave a 2 plus reaction. The 
was repeated, and the same result was obtained. The patient was given 
intravenous injections of 25 grains (1.62 Gm.) of sodium iodide, two injec- 
f a bismuth preparation and one injection of 0.45 Gm. of neoarsphenamine. 
\ \Vassermann test of the blood made after this treatment had been given again 


\ Vasse 


cave a 2 plus reaction. 

\n appreciable difference was noted in the condition of the patient, both 
ubjectively and objectively; he gained 7 pounds (3.2 Kg.), and the lesions 
heoan to clear. Continued injections of a bismuth preparation and of neo- 
rsphenamine have brought progressive improvement. 

The appearance of the lesion, the positive Wassermann reaction and the 
improvement following antisyphilitic therapy indicate that the condition is syph- 
‘lis. As the microscopic picture presents more of the features of tuberculosis, 
his must be taken into consideration. It is known that the latter condition 
may improve under arsphenamine therapy. The possibility of a deep mycotic 
infection is also considered. Rabbits will be inoculated in order to ascertain 
whether the disorder is tuberculosis, and the results will be reported at a subse- 


quent meeting. 


DISCUSSION 





Dr. A. BENsoN CANNON: I think that the diagnosis rests between tubercu- 
losis and syphilis, and because of the fact that syphilis is much more common 
than tuberculosis, that the lesion began at a relatively late period in life, that 
the Wassermann reaction was positive on several occasions and that the lesions 
have responded favorably to treatment I believe that the ulceration is more 
likely of syphilitic than of tuberculous origin. I believe that the patient is 
entitled to a thorough investigation and especially that the results of inoculation 

animals rather than merely the results of therapy should be considered in 
order to exclude tuberculosis. 

Dr. Frank C., Comses: I should like to know whether there is a lesion 
on the ribs beneath the ulceration. 

Dr. R. H. Ruttson: The patient states that roentgen examination of his 

bs has shown perfectly normal conditions. 

Dr. FrANK C. Combes: I should make every effort to determine whether 
the disorder is tuberculosis, in spite of the fact that it responds to antisyphilitic 
treatment. It is not unusal for tuberculosis to respond to arsphenamine therapy. 
The histologic picture is like that of syphilis, but still it is known that manifes- 
tations of syphilis can look like those of tuberculosis. My diagnosis would be 
scrofuloderma. 

Dr. Howarp Fox: The disorder is unquestionably an infectious granuloma, 
and the diagnosis probably lies between syphilis and tuberculosis. The deep 
mycotic infections, such as actinomycosis, biastomycosis and_ sporotrichosis, 
should also be considered. In my opinion the disorder is tuberculosis of the 
crofuloderma type. Some of the lesions suggest broken-down tissue overlying 
a tuberculous gland. A point against syphilis is the large amount of inflammation 
in the neighboring tissues. While it is true that tuberculosis may improve under 
intisyphilitic treatment, the improvement does not compare with that usually 
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observed in tertiary syphilid. The failure of this eruption to clear up after 
amount of treatment which the patient has received speaks strongly against 
the diagnosis of syphilis. 

Dr. GeorceE M. MacKee: The therapeutic test is useless in differentiating 
between syphilis and any other disease unless the response is spectacular, [np 
a disorder like this it is impossible to make an unequivocal clinical diagnosis 
and in this instance the histologic picture does not help much. One must exclude 
a fungous infection and pyoderma. It is possible that the disorder is scrofulo- 
derma. Thorough mycologic, histologic and bacteriologic studies must be made. 

Dr. Epwarp R. MALoney: Without going into the reasons for my decision, 
which have already been described in detail, I agree with the diagnosis of tuber- 
culosis. 

Dr. PAaut E. Becuet: It seems to me that a diagnosis is a matter of specu- 
lation. However, in favor of tuberculosis are the appearance of chronicity and, 
as Dr. Fox mentioned, the clearcut edges. If the disorder were a mycotic infec- 
tion the lesion would be more acutely inflamed; it would be surrounded by lumps 
or nodules and would not be so deeply ulcerated. For the same reasons | 
should consider the diagnosis of tuberculosis rather than that of syphilis. As 
Dr. Fox brought out, the amount of antisyphilitic treatment which the patient 
received would have had a more marked effect if the disorder were syphilis. 

Dr. Henry H. WuiteHouse: I agreé with most of the speakers. The 
disorder looks more like tuberculosis than like syphilis, but there is one feature 
of it which seems difficult to explain. According to the patient, it began with 
an infection of the hand. Pus was squeezed out, and the infection traveled up 
the arm. He had adenitis and a high temperature. He had a large tumefaction 
in the axilla, on which poultices were applied. There was some infection in 
addition to tuberculosis, and this may have brought out that feature of scrofulo- 
derma in a tuberculous subject. The condition seems to me to be a mixed, 
probably a streptococcic, infection. 

Dr. Hans J. Scuwartz: I agree with those who consider the condition 
to be tuberculosis, but I also believe that the question of deep mycotic infection 
must be studied carefully. Last year my co-workers and I had a patient at the 
New York Hospital who exhibited a great deal of ulceration of the thoracic 
wall. Histologic examination did not help at all in establishing the diagnosis, 
but finally the actinomyces was found. 

Dr. Frep Wise: I believe that a lesion like the one exhibited by this patient 
can be caused by streptococci; many lesions of this kind have not only been 
described, but patients exhibiting some have been presented at medical meetings, 
and the disorders have been demonstrated to be streptococcic infections. 

Dr. EuGcene F. Traus: In view of the patient’s history—if one can rely on 
it—that the disorder began as a pustule on the wrist or hand and that suddenly 
adenitis developed in the axilla, I do not see why the simplest explanation is not 
the best one. This was also suggested by Dr. Whitehouse and Dr. Wise, namely, 
that the patient has an ordinary pyogenic infection which together with his 
syphilis has influenced both the appearance of the lesion and the progress of the 
disease. 

Dr. R. H. Ruttson: I agree entirely with the last three speakers. I cannot 
exclude the possibility of tuberculosis in this case, but I think that the simpler 
explanation, based on the history the patient gives, is that the disorder is a 
symbiotic infection associated with destruction of the tissues. 

Dr. JosepH J. Errer: This man was treated in an out of town hospital. 
He had nine treatments with filtered roentgen radiation. The pathologist at the 
hospital in which the patient was treated said that he searched for a deep mycotic 
infection and could find none. The physicians in that hospital believed that the 
disorder was tuberculosis. It did not improve after filtered roentgen radiation 
was administered. I appreciate the discussion; I shall resort to inoculation of 
rabbits and make further microscopic and bacteriologic studies. 
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sz FOR DIAGNOSIS (SPIEGLER-FENDT’s SARcoIp?). Presented by Dr. EuGENE 
TRAUB. 
O’R., a man aged 62, was presented before the New York Dermatological 
ty in January 1935 (ArcH. Dermat. & Sypn. 32:350 [Aug.] 1935). 
history since the previous presentation centers about the total removal 
large growth on the patient’s back. The lesion was excised with the 
ic cutting current, and the defect, which measured 6% inches (16.5 cm.) 
ach diameter, was allowed to granulate from the base. The wound healed 
fectly with a flat, smooth, nonhypertrophic scar. There has been no evidence 


11¢ 


( 


recurrence of the original lesion in situ. 

he results of a biopsy were as follows: The section showed a diffuse 
ltrate of cellular exudate. At the edges of the exudate and throughout 
connective tissue fibers persisted. The cell exudate consisted of rather 
nucleated cells, some containing mitotic figures, and of connective tissue 


Kel) 


¢ 


ells and cells with fragmented nuclei. The growth was an invading tumor 
neging to the group of lymphoblastoma. Dr. MacNeal considered the condi- 
to be lymphangiosarcoma. Dr. Jessup stated that this diagnosis differed 

m that of lymphoblastoma and that cells of the lymphoid type were not 


resent as is usual in growths of the lymphoma group. In any case the growth 
vas considered to be malignant. 


DISCUSSION 

Dr. Frep Wise: This is a good therapeutic result. 

Dr. EuGeNeE F. Traus: Although I have no doubt that the members are 
interested in seeing the final result following the excision of the large mass on 

e back, it was not particularly to demonstrate the result of treatment that 
he patient was presented today. I should like to know whether the members 
believe that the condition fits into the group of disorders described by Dr. Lewis, 

it is, whether it is a form of Spiegler-Fendt’s sarcoid belonging in the group 
lymphoblastoma ? 

Dr. Frep Wise: I wish to remind Dr. Traub that the diagnosis of Spiegler- 
Fendt’s sarcoid was made when he presented the patient at the preceding meeting, 
a parenthetical remark stating that the eruption was probably a form of lympho- 
blastoma. Dr. Lewis has recorded as examples of lymphoblastoma cases in 
which the condition was previously regarded as Spiegler-Fendt’s sarcoid. The 
patient’s disorder fits in with that group, at least histologically. 

Dr. Paut E. Becuet: I saw a patient presented by the late Dr. Trimble 
before this society many years ago who had lesions resembling erythema elevatum 
diutinum and whose disorder was later demonstrated microscopically to be 
Spiegler-Fendt’s sarcoid. The lesions of Dr. Traub’s patient present an entirely 
different appearance from that exhibited by those of Dr. Trimble’s patient; the 
latter did not show any tendency to tumor formation. When Dr. Traub pre- 
sented this patient last year there were many satellite tumors around the periphery 
of the lesion, and the lesion itself was typical of sarcoma. 

Dr. GreorGE M. MacKee: I think that the disorder is Spiegler-Fendt’s 
sarcoid, the understanding being that the evidence thus far collected indicates 
that the Spiegler-Fendt sarcoid is a lymphogranuloma. Most of the tumors 
belonging to that group are usually radiosensitive. I have been interested in the 
Spiegler-Fendt sarcoid for twenty or more years, and it seems to me that one 
seldom sees two cases in which the manifestations are alike clinically. Appar- 
ently there are a number of clinical varieties. The Spiegler-Fendt sarcoid needs 
to be studied more thoroughly. 

Dr. Howarp Fox: I wish to recall a somewhat similar disorder in an 
elderly woman who was presented before the society. She exhibited a small 
group of nodules on the forehead which had been considered to be either sarcoid 

sarcoma on different occasions. Her case was included by Dr. Lewis in his 
excellent study of Spiegler-Fendt’s sarcoid. As in the case under consideration 
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the growth proved to be radiosensitive. I wish to compliment Dr. Traub on his 
success in removing this large mass with such an excellent result. It was g 
large lesion to treat in an office. 

Dr. A. BENSON CANNON: I believe that I suggested the diagnosis of lympho- 
blastoma when this patient was presented previously. The patient with Spiegler- 
Fendt’s sarcoid whom Dr. Trimble presented before the society a number of 
years ago died in the New York City Hospital of a metastatic sarcoma several 
months after being presented. 

Dr. EuGene F, Traus: It seems that a study of the large piece of tissue 
removed from the back definitely places this lesion in the lymphoblastoma group 
The original biopsy specimen suggested the diagnosis of sarcoid. A number oj 
the members were unwilling to accept that diagnosis; some believed that this 
lesion might be malignant, possibly a sarcoma. For this reason a rather wide 
electrical excision was performed. The circular wound, which measured 6 inches 
(15.2 cm.) in diameter, was allowed to granulate from the base without a skin 
graft. The lesion proved to be benign. 


METALLIC Deposit FOLLOWING APPLICATION OF IRON SALTS TO THE SKIN OF 
THE Face. Presented by Dr. EucENE F. Traus for Dr. J. S. TENNEN, Stam- 
ford, Conn. 

M. F., a woman aged 46, states that a pigmentation of the skin of the face 
developed immediately after the application of iron salts for the treatment of 
a preexisting eruption which was diagnosed as dermatitis venenata—ivy poisoning 
—by the physician who treated her. She applied a solution of ferrous sulfat 
for twenty-four hours without obtaining relief from the symptoms and _ then 
applied a wet dressing of a 5 per cent solution of ferric chloride. After the 
exudative process had healed a deep brown pigmentation was discovered to be 
present in the areas where the eruption had been most severe. The pigmentation 
has now been present for about three or four months and has not changed since 


it first appeared. The patient is presented chiefly for suggestions as to what 
measures seem most advisable for the management of the pigmentation—should 
it be left undisturbed or should an attempt be made to remove it? 


DISCUSSION 

Dr. Frep Wise: I should be inclined to leave the lesion undisturbed. 

Dr. Georce M. MAcKee: I have seen four patients with a similar condi- 
tion, and in each instance the pigmentation was caused by the application of 
tincture of ferric chloride to an eroded surface in a case of dermatitis venenata 
caused by Rhus toxicodendron. This disorder is an exact counterpart of those 
I have seen—the color was a golden brown. In each instance the pigmentation 
was permanent. The pigment cannot be removed without scarring, but if the 
involved skin is removed carefully the scarring is likely to be less disfiguring 
and less objectionable than the striking pigmentation. 

Dr. Howarp Fox: I agree entirely with Dr. MacKee, and I wish to add 
that pigmentation may be produced by many foreign substances, such as gun- 
powder, silver nitrate, carbon, carotene, etc. I also agree that the scarring 
resulting from treatment would be preferable to the present appearance. In an 
extensive eruption due to gunpowder, my assistant removed one hundred and 
eighty separate lesions, removing six or eight at a sitting. A drop of procaine 
hydrochloride was injected into the skin, and the powder grains were scraped 
or picked out. It was a laborious procedure, but the scarring that resulted was 
slight. 

Dr. Frank C. Comses: I agree with the last speakers that the scarring from 
removal of the pigmentation would be preferable to the pigmentation. The 
method of removal is questionable. I advocate the method suggested by Kro- 
mayer, namely, going over the area with a circular knife like a biopsy punch, 





SOCIETY TRANSACTIONS 511 


ut 148 inch (0.16 cm.) in diameter, taking out little sections of skin and 

ving intervening sections of healthy skin. The pigment is removed with the 

tions of skin. After healing has taken place the sections between the areas 

t were removed previously should be taken out and the sites allowed to heal. 

ave followed this procedure in removing small tattoo marks. Good. results 

nnot be obtained with endothermy. The specks of pigment are so close that 
think it would be difficult to pick them out with a curet. The Department 

Agriculture puts out a leaflet on the treatment of ivy poisoning, recommending 

e use of tincture of ferric chloride. If dermatologists can get together a 
ection of cases in which such pigmentation occurred as a result of treat- 
nent, a report of them should be sent to the Department of Agriculture. I think 
is rather a severe treatment for ivy poisoning which produces results such 
is those exhibited by this patient. 

Dr. R. H. Ruttson: I wish to ask whether any of the members has ever 
produced such a pigmentation by using a steel epilating needle attached to the 
wrong pole? 

Dr. Grorce M. MacKee: The pigmentation in those cases is different; it 
is dark gray or black. It is due to a deposit of metallic iron. 

Dr. Frep Wise: Do Dr. Fox and Dr. MacKee believe that the physical 
nature of the deposit in this patient’s skin is similar to powder grains and that 
he foreign material would come out like a ball of powder grains? 

Dr. Howarp Fox: The procedure would be difficult to carry out for lesions 
\f this type. This pigmentation is more diffuse than that resulting from powder 
‘rains, and it would be more difficult to remove. 

Dr. EuGENE F,. Traus: This patient was presented for two important rea- 
sons: 1. As Dr. Combes mentioned, not only has the use of tincture of ferric 
chloride come to be recognized as a standard method of therapy for ivy poisoning, 
but in some books and pamphlets it is recommended as the treatment of choice. 
Another patient whom I presented before this society had an exactly similar 
experience a few years ago. It seems to me that a few of these cases should 
be reported. Although the disorder may not be common, when this complication 
does occur it is certainly disfiguring enough to warrant being brought to atten- 
tion as a warning against the indiscriminate use of the remedy. 2. This patient, 
needless to say, is disgruntled by what has taken place. Dr. Tennen, who per- 
mitted me to present her, referred her to me for suggestions as to therapy. In 
view of the fact that this pigmentation can probably not be removed without 
onsiderable risk of scarring, it is a grave question whether any attempt to 
remove it should be made at present. 


ANGIOMA CAVERNOSUM. Presented by Dr. Howarp Fox. 


D. M., an Italian American schoolboy aged 8 years, has a swelling and droop- 
ing of the left cheek and left angle of the mouth which have been present since 
birth, The upper lip is swollen, reddish and compressible. A large soft and 
‘compressible’ bluish red mass projects into the mouth from the left cheek, the 
cutaneous surface of the left cheek being fairly normal in appearance. The patient 
is small for his age but is mentally normal; he has only four upper and eight 
lower teeth. Treatment with radium was given during the first four years of his 
ife without appreciable result. He is presented for suggestions as to therapy. 


DISCUSSION 
Dr. Eugene F, Traus: I remember seeing this patient in the radium depart- 
ment at the Skin and Cancer Unit of the New York Post-Graduate Medical 
School and Hospital. At that time his lesion did not respond favorably to irradi- 
ation, and certainly there is less likelihood that any improvement will result 
from this therapy from now on. If anything is to be done, removal by plastic 
surgery is indicated. 
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Dr. FRANK C. Comses: I think it is rather unfortunate that the boy did not 
come for treatment much earlier in life than he did. I feel confident that if | 
had been seen early in infancy radium therapy would have been the ideal measure. 
Now surgical removal is the best method. The lesion is fixed and not 
radiosensitive. , 

Dr. GeorcGeE M. MaAcKeEeE: I agree that radium therapy is not indicated in 
this case. The child is too old. The lesion has ceased to evolve. There is n 
embryonic tissue. It could be destroyed by radium but not with the amount oj 
radium that it is safe to give. Interstitial implantation of radium might be 
effective, but the ultimate result might be the formation of tissue that is a 
menace. Electrocoagulation from inside the mouth may prove efficacious, although 
the danger of infection must be kept in mind. The injection method, as used 
in treatment of varicose veins, might prove beneficial. Finally, there is the 
possibility of surgical removal with a scalpel. My choice would be a combination 
of surgical measures and electrocoagulation, and I should treat a small part of 
the lesion at a time. 

Dr. Howarp Fox: Does Dr. MacKee recommend surgical treatment? 

Dr. GeorGE M. MAcKEeE: No, not alone. I recommend a combination of sur- 
gical removal with a scalpel and electrocoagulation, from the inside of the mouth, 
alternately ; a small part of the lesion should be treated at a time, and the whole 
procedure should be carried out over a period of several years. 

Dr. Frep° Wise: What would Dr. MacKee use for injections? 


Dr. GeorceE M. MaAcKee: Corrosive agents, a quinine salt, for instance, such 
as that used for injection into varicose veins. 

Dr. Howarp Fox: The patient was presented solely in order to obtain thera- 
peutic suggestions and particularly to ascertain whether any of the members 
thought that surgical treatment was contraindicated. A distinguished laryng- 
ologist referred the patient, and I recommended surgical removal of the lesion. 
He thought he could remove it satisfactorily in several stages. 

Dr. GeorceE M. MacKee: I wish to add a word of warning that might be 
conveyed to the physician in question, namely, that I should hesitate to do any- 
thing extremely radical. Small operations inside the mouth may be undertaken. 
Conditions such as this tend to improve, although slowly, with age. 


A CASE For DraGnosis (Lupus ErytHEeMATosus?). Presented by Dr. J. 

FRANK FRASER. 

C. McM., a girl aged 12, is presented from the Skin and Cancer Unit of the 
New York Post-Graduate Medical School and Hospital. She has on the right 
temple a scaly red eruption consisting of a patch the size of a 25 cent piece with 
slightly raised borders. The patient has taken ex-lax occasionally. The lesion 
has been present for two years. 

The histologic picture suggests lupus erythematosus. 


DISCUSSION 


Dr. JosepH J. ELter: I am inclined to think that the condition is a sarcoid, 
that is, some form of tuberculosis. The section does not present the true histologic 
picture of lupus erythematosus. 

Dr. J. FRANK Fraser: The histologic picture does not resemble that of sarcoid. 


Dr. Frep Wise: I should disregard the histologic report in this case and say 
that the lesion is sarcoid of Boeck. I see no clinical evidence of lupus 
erythematosus. 

Dr. Pau E. Becuet: It is interesting to note how at times the histologic 
diagnosis does not in the least agree with the clinical one. As Dr. Wise states, 
the lesion clinically is typical of Boeck’s sarcoid, yet the histologic report does not 
confirm this diagnosis. 
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Dr. Epwarp R. MAtoney: I understood Dr. Fraser to say that the histologic 
ture was not typical of lupus erythematosus, and clinically the eruption certainly 
es not seem to me to be lupus erythematosus. I should be more inclined to 
ept the diagnosis of sarcoid, or even that of beginning lupus vulgaris. 


Dr. GeorGE M. MacKee: At the clinic the diagnosis of a fixed eruption due 

. drug was considered and discarded. There is nothing in the histologic picture 

suggest sarcoid. It is not typical of lupus erythematosus, but it has more of 

features of lupus erythematosus than of any other disorder. There are edema 
ind some hyperkeratosis, follicular infiltration and complete absence of elastic 
issue in the papillary body. At present I believe that no diagnosis other than 
it of lupus erythematosus can be made, either clinically or histologically. Later 
is diagnosis may have to be changed. 
Dr. Howarp Fox: I agree with the members who are of the opinion that the 
m looks like sarcoid clinically. I also agree as to the difficulty at times of 
iking a histologic diagnosis of lupus erythematosus, a point that was brought 
ut some time ago by Dr. Hamilton Montgomery. In this case the diagnosis seems 
lie between sarcoid and lupus erythematosus. As the section shows nothing that 
-emotely suggests sarcoid, the diagnosis by exclusion would be lupus erythematosus. 

Dr. J. GARDNER Hopkins: The ordinary definition of sarcoid depends on the 
histologic picture. It is hard to make the diagnosis of sarcoid when the histologic 
picture of that condition is not present. On the other hand, a diagnosis of lupus 
rythematosus is made largely on the clinical appearance, and it is hard for the 
histologist to say more than that the picture is compatible with the diagnosis of 
lupus erythematosus. I suspect that this patient’s disorder is neither, but I do not 
now what it is. 

Dr. EuGENE F. Traus: I agree with the members who believe that the con- 
lition is not lupus erythematosus clinically. The question of the histologic picture 
in this case must be interpreted as follows: Lupus erythematosus does not present 
a microscopic picture that is absolutely conclusive; the two biopsies performed 

this case fail to substantiate a diagnosis of sarcoid or lupus vulgaris, but the 
picture is not inconsistent with the diagnosis of lupus erythematosus; however, 
in view of the fact that the clinical appearance is opposed to that diagnosis, the 
results of the histologic examination cannot be accepted as conclusive. The situa- 
tion is much the same as if one were dealing with a lesion which clinically suggested 
an epithelioma. If several pieces of tissue removed for examination did not show 
the structure of epithelioma one would not necessarily say that the lesion could not 
be malignant. Rather one would be inclined to remove a section from another 
location. Even though two pieces of tissue have been removed in this case, it 
might be advisable to remove another. 

Dr. J. FRANK FRASER: With regard to the suggestion that the condition might 
be lupus vulgaris because of its occurrence in early life, one must remember that 
while lupus erythematosus is a disease of adults it does occur in children. Lupus 
vulgaris can be definitely ruled out on the basis of the histologic picture. Sarcoid, 
as Dr. Hopkins remarked, has a definite microscopic picture which is not present 
in this case. Dr. Traub’s remark that the microscopic picture is not conclusive is 
well taken, but the histologic picture is more consistent with the diagnosis of lupus 
erythematosus than with any other. 

Dr. Howarp Fox: Is it possible to rule out Dr. Maloney’s suggestion that 
the condition is lupus vulgaris erythematodes ? 

Dr. J. FRANK FRASER: Lupus vulgaris erythematodes (Leloir) shows the 
histologic picture of lupus vulgaris. Two biopsies were made in this case, and 
neither showed lupus vulgaris. 

Dr. GeorceE M. MacKee: Lupus vulgaris erythematodes looks like lupus 
erythematosus clinically and like lupus vulgaris histologically. Two biopsies were 
made, on two different portions of the lesion. The same picture was found in each 
instance, 
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NaEvus PiGMENTOoSus. Presented by Dr. EUGENE F. Traup. 

M. R., a girl aged 15, presents on the right side of the chin a roughly triangular 
area made up of many small brown pigmented macules and one larger lesion, 
measuring about 1.5 cm. in diameter. One of the lesions which showed a slight 
elevation was removed for microscopic examination. The section showed ney 
carcinoma. The histologic picture was as follows: Extending from the bottom of 
the section up to the epidermis was a dense epithelial cellular infiltrate. In th 
lower border of the epidermis were groups and nests of cells similar to those ji; 
the portion of the cutis. The latter were not closely packed and had large round 
hyperchromatic nuclei; definite cell bodies and in places cell outlines could be seen 
and in some areas were multinucleated. In this area there was a large amount 
pigment. In the middle and deep portions of the cutis the cells were closely pack 
and took on a spindle cell shape. 

These sections were also submitted to Dr. Ewing and Dr. J. Frank Fraser. 
who agreed that the sections showed no malignant change; both believed the 
condition to be a neurofibroma superimposed on a benign melanoma. Dr. Ewing 
expressed the opinion that this lesion should be treated with radium. 

Other sections were examined by Dr. S. W. Becker, of Chicago, who issued 
the following report: This section showed characteristics midway between those 
of a benign melanoma, or in other words a pigmented nevus, and.a definitely 
malignant tumor. The deeper portions of the section gave no hint of malignant 
degeneration and were probably benign. The fact that pigmentation was limited 
to the superficial portion also was in favor of a benign condition. The groups of 
cells just beneath the epidermis situated in vacuole-like spaces were similar to 
those found in malignant neoplasms. They were not grouped together into masses 
as is the case in ordinary pigmented nevi but were rather arranged at the periphery 
of the vacuole-like space with the cellular process extending to the center and 
through the space. From the histologic picture one surmised that the cells in the 
superficial portion were not entirely quiescent. Dr. Becker doubted, however, 
that a definite diagnosis of malignant melanoma could be made. He stated that 
owing to the fact that the tumor was not a strictly quiescent nevus it certainly 
would be advisable to treat it a little more radically than would be necessary for a 


I 
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quiescent lesion. 
DISCUSSION 

Dr. J. FRANK FRASER: I disagree with the members who suggest the diagnosis 
of melanocarcinoma or melanosarcoma. Histologically the picture is that of a 
neurofibroma. I admit that there is melanin pigmentation, but one must not forget 
that in a number of cases of neurofibroma melanin is observed. I should call the 
disorder neurofibroma with an added benign melanosis. 

Dr. George M. MacKee: I agree that the lesion is benign, but I think that it 
might prove to be serious if frequently irritated over a period of years. I disagree 
with Dr. Ewing about the value of radium therapy in this case; I do not think 
that irradiation is indicated. The lesion is not conspicuous, and any destructive 
method, such as application of carbon dioxide snow or electrodesiccation, is likely 
to leave a scar that will be fully as conspicuous as is the nevus. The lesion might 
well be let alone with the understanding that it must never be treated by a beauty 
specialist, “cosmetologist” or the like. I should not be afraid to use carbon dioxide 
snow, but if treatment is to be given I should be in favor of excision and grafting; 
at least I should first obtain the opinion of an expert conservative plastic surgeon. 

Dr. Howarp Fox: The long duration is strong evidence that the lesion is 
benign. I favor letting it alone. 

Dr. Frank C. Compes: I am in favor of letting this lesion alone and of 
advising the patient’s mother not to let any beauty specialists treat it with 
electrolysis. 

Dr. A. Benson Cannon: I think, as the other members do, that the lesion 
is benign, but I do not have as much faith as many of my colleagues in pathologic 
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ts, especially in the case of melanoma. In 1925 an ophthalmologist removed 
mented growth from the conjunctiva of a small girl, and the histologic report 
itted by several competent pathologists in New York was “probably melano- 
noma.” Because of the importance of the case and the questionable diagnosis 
tissue was sent by special messenger to Vienna, Austria, to a well known 
thologist. He made a diagnosis of melanocarcinoma. Several months later an 
ated firm bluish black nodule the size of a large pea was removed from the 
's forehead just above the eyebrow. Clinically, it was strongly suggestive of 
carcinoma, and the histologic diagnosis confirmed the clinical diagnosis. 
However, the patient, who is now a young woman, has remained perfectly well, 
| when she was seen a few weeks ago she stated that she had had no further 
uble. I think that in cases such as the one presented the diagnosis rests on the 
jical rather than on the pathologic report. Dr. Traub’s patient has had the 
only seven years, and it has progressively increased in size. I think that 
here is a definite indication for immediate intervention and that this should be 
ited to before the lesion covers a larger area. I think that either electrodesic- 
on or coagulation should .be used and that later plastic surgery should be 
orted to to remove any subsequent disfigurement, provided the scarring from 
he treatment is sufficiently obvious to make the latter procedure desirable. 


res 


Dr. FRANK C. Compes: Is the lesion increasing in size? 
Dr. A. Benson CANNON: The nevus has been present only seven years, and 
he patient states that it began as a small spot and has gradually increased in size. 


Dr. Georce M. MacKee: Of course that lesion did not appear suddenly. It 
ew for a time, but it has been quiescent for years. 

Dr. EuceNE F. Traus: The way I interpreted the patient’s story was that the 
sion had not changed much in the past year. 

Dr. JosepH J. Etter: I consider this eruption as I have others like it, as con- 
ting of benign pigmented nevi and believe that it is absolutely safe to treat 
t with carbon dioxide snow; I should include the normal skin in order that a 
smooth scar may result. I do not think there is any danger of stimulating malig- 


nant growth. 

Dr. Frep Wise: I agree with Dr. Eller. 

Dr. Henry H. WuiteHouse: Undoubtedly the lesion is not a melanosarcoma. 
were it would already have metastasized from the treatment that has been 

given. A biopsy has been made. I have seen dozens of patients come back with 

metastases within three or four weeks after a biopsy was made. I agree with 

Dr. Eller that carbon dioxide snow would not do any harm. I think that the 


lesion is benign and that, whether it is a neurofibroma or a pigmented nevus, it 


1 


hould be removed. 
Dr. Eucene F. Traus: The report of Dr. Ewing and the substantiation 
that report by Dr. Fraser as well as by some of the other members who 
xamined the section seem to indicate that this type of nevus originates in the 
nerve tissue. I believe this theory is beginning to be regarded as the accepted 
point of view on nevi of this type. As to the question of malignancy, all pig- 
mented lesions are not exactly alike either in appearance or in behavior. Whereas 
this lesion has the clinical appearance of being absolutely benign now, the best 
method of treatment, if any is to be instituted, is surgical removal, and perhaps 
a procedure should be resorted to fairly soon. Dr. S. W. Becker, of 
Chicago, in reporting on a section submitted to him suggested that the lesion 
vas not a strictly quiescent nevus, and it seemed to him that it would be advisable 
to treat this lesion a little more radically than would be necessary for a quiescent 
ion. At a recent surgical meeting attended by Dr. Maloney a case of pig- 
mented nevus of the leg treated with carbon dioxide snow by a dermatologist in 
Philadelphia was discussed. At the time treatment was instituted the lesion was 
thought to be absolutely benign, of the type dermatologists habitually treat with 
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carbon dioxide snow. However, this lesion turned out to be a nevocarcinoma 
with local metastases. An amputation of the leg was considered, but radical loca! 
removal was performed instead, and just recently I have again heard from this 
patient, who has now had a metastatic lesion on the arm and cheek. It is there- 
fore difficult to tell clinically which of these lesions are apt to be malignant and 
which are apt to remain benign. 

Dr. J. FRANK FRASER: I wish to emphasize the remark made by Dr. Traub 
that the consensus of pathologists is that all these nevi arise from nerve ter- 
minations. For that reason I think one should discard the term melanosarcoma 
or melanocarcinoma and designate these tumors melanomas. 


Psor1tAsis AND Lupus ERYTHEMATOSUS OF THE FACE RESEMBLING Psortasis 
Presented by Dr. Paut E. BecHet. 

K. O., a woman aged 46, was presented before the Manhattan Dermatological 
Society on Oct. 8, 1935, with the same diagnosis (ArcH. Dermat. & SypuH. 33:774 
[April] 1936). 

The report on a biopsy was as follows: There was a marked cellular infiltrate, 
in part focal and in part diffuse, throughout the upper and middle portions of the 
cutis and about the adnexa in the deep portion of the cutis. There was an intense 
interstitial edema in the upper portion of the cutis, and in some areas there were 
changes suggestive of basophilic degeneration. The cellular infiltrate was composed 
chiefly of small round cells. The epidermis was acanthotic, and the follicles were 
dilated. The elastic tissue in the middle portion of the cutis was partly broken up 
and partly wanting; it was considerably clumped in the subepidermal region. 


DISCUSSION 

Dr. Paut E. Becuet: The patient has an old typical psoriasis on the scalp, 
arms, trunk and legs and lesions on the face strongly resembling psoriasis except 
for a lesion on the chin which shows some atrophy and telangiectasia; all the 
facial lesions are greatly aggravated by sunburn. When I first saw the patient 
my diagnosis was naturally psoriasis, despite the appearance of telangiectasia and 
slight atrophy in one of the lesions, but the histologic picture is definitely that of 
lupus erythematosus, and that diagnosis must therefore be accepted. 

Dr. JosepH J. Etter: I think that the color of the lesion on the chin is much 
like that of the lesions under the breast. I suspect that all the lesions are psoriasis 


Dr. Henry H. Wuitenouse: I think that all the lesions are psoriasis. 


DERMATITIS LICHENOIDES CHRONICA ATROPHICANS (CsILLaG). Presented by Dr. 
Frep WISE. 

Mrs. S. L., aged 70, was first examined today at the Skin and Cancer Unit 
of the New York Post-Graduate Medical School and Hospital. Her cutaneous 
disease has been present for seven years. Her right breast was removed because 
of cancer several years before the outbreak of the cutaneous disorder. Her chiet 
complaints are generalized pruritus and pain due to two small discoid ulcerations, 
one on the middle portion of the anterior surface of the left breast and the other 
on the right lower portion of the abdomen. These ulcers appeared in atrophic skin. 

There is a generalized eruption affecting the trunk and extremities. All the 
regions of the trunk exhibit areas of glistening atrophy combined with a variable 
grade of light brown pigmentation and telangiectasia. In the midst of such areas 
are scattered plaques oi sclerotic skin composed chiefly of flat yellowish white 
lichenoid papules, some of which contain definite dark brown horny plugs in their 
centers; the disorder is most pronounced in two areas the size of a large palm on 
the shoulder blades. Similar lichenoid papules are scattered irregularly over the 
breasts, chest, abdomen and outer surfaces of the thighs and buttocks. There 





SOCIETY TRANSACTIONS 


| signs of lichen planus either on the skin or on the buccal mucosa. Certain 
ts of the cutaneous changes correspond to the description of lichen albus 
by von Zumbusch. 

DISCUSSION 


[he members of the society agreed unanimously with the diagnosis.) 


eN PLANUS OF THE BuccAL Mucosa AND PsorIASIS OF THE Bopy. Presented 
y Dr. Frep WIsE. 

\f. K., a man aged 43, born in the United States of Russian parents, a laundry 

rker, was first seen at the Skin and Cancer Unit of the New York Post- 
raduate Hospital, on Oct. 10, 1935, exhibiting a scattered psoriatic eruption on 

trunk. 

\t present the patient presents an eruption affecting the chest, scalp, retro- 
auricular spaces, extensor surfaces of the legs and glans penis. The lesions are 
parse small plaques covered with shiny micaceous scales. The nails of both 
hands exhibit small punctate depressions. There is considerable maceration between 
he toes. On the buccal mucosa there are several white circinate lesions presenting 
he lacework arrangement found in lichen planus. Tissue removed from the buccal 
jucosa for microscopic examination revealed the characteristic changes of lichen 
lanus of the mucous membrane. A microscopic section from a lesion of the 
buccal mucosa is presented. 

DISCUSSION 

Dr. Howarp Fox: The lesions in the mouth may be those of lichen planus, 
ut in my opinion they are not absolutely typical. The characteristic picture of 
his disease in the mouth should include grayish dots, tiny circles and streaks 

| often a reticulated appearance from a combination of all these types of lesions. 

Dr. Frep Wise: The section shows typical lichen planus of the mucous 


membranes. 


ErysIPELoip. Presented by Dr. Howarp Fox. 


J. S., a man aged 43, a ferry-boat deckhand, received a small wound eighteen 
days ago on the back of the right middle finger at the root of the nail. At the 
time he was injured he was handling ropes wet with sea water. Two or three 
lays later the terminal phalanx became painful, red and swollen, and subsequently 
the redness traveled up the dorsum and sides of the finger, eventually involving 
the web between the middle and ring fingers. It then extended to the radial 
aspect of the first phalanx of the ring finger. The eruption caused a moderate 
amount of itching and burning, although no marks of seratching are present. At 

time were there any constitutional symptoms. When the patient was seen a 
week ago the involved areas were moderately red and swollen. They were fairly 
well defined, and a slight amount of normal skin was present between the red 
areas. The original wound near the nail was crusted. There was no pain or 
enlargement in the epitrochlear or axillary glands. Treatment with a 20 per cent 
solution of salicylic acid applied as a plaster caused a marked improvement in 
the eruption. 

DISCUSSION 


Dr. Howard Fox: The treatment I used was that recommended by the late 
Dr. Gilchrist, namely the application of a 20 per cent solution of salicylic acid in 
the form of a plaster for several days. The patient has responded well to this 
method of treatment. Dr. Gilchrist made a study of about 230 cases of erysipeloid 
in Baltimore where the disease is common. His bacteriologic studies failed to show 
the presence of any organisms, and he concluded that the disease was due to some 
unknown enzyme. 
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Psorrasis ASSOCIATED WITH ARTHRITIS OF THE HANDs. Presented by Dr. Frep 

WISE. 

S. E., a man aged 48, an Austrian, a window cleaner, was first seen at th 
Skin and Cancer Unit of the New York Post-Graduate Medical School and 
Hospital on Oct. 17, 1935; he presented a generalized eruption of ten days’ dura 
tion. The eruption began in the scalp and spread to the buttocks, umbilicus and 
elbows. The patient first noticed a change in his nails five years ago, and one 
year ago he noticed changes in the joints. 

There are numerous discrete and confluent erythematous patches with grayish 
white scales throughout the scalp. There are similar erythematous and scaling 
patches involving the umbilicus and the gluteal fold. The nails of both hands are 
grayish white, lusterless and brittle. The distal portion of the nail, from half to 
three quarters of the nail, is completely separated from the nail bed. There is a: 
accumulation of grayish white débris beneath the nails. There is considerable swell- 
ing of the distal articulation of the right hand and of the ring finger of the leit 
hand. The toe-nails of both feet present similar changes, and there is an involve- 
ment of the distal articulation of the second right toe. The patient received 
roentgen treatment to the nails one year ago, but only slight improvement resulted 
* Roentgenograms reveal periostitis of the distal phalanges of both hands but no 
definite changes in the joints. 

DISCUSSION 


Dr. Frep Wise: The patient stated that he had a psoriatic eruption on the 
trunk ten years ago, and, strange to say, tonight he denied having had such an 
eruption. However, he has a patch of psoriasis in the internatal cleft and several 
scaly patches on the scalp. I present him with a diagnosis of possible psoriasis 
arthropathica. 


Dr. Frank C. Comses: I suggest that the nails be tested for sulfur content 
If the content is below normal, that is, below 12 mg. per hundred grams, I should 
treat the arthritis with injections of sulfur and observe the effect of such therapy 
on the psoriasis. 


A CASE For DiaGnosis (Sarco? SarcoMa?). Presented by Dr. Eucene F. 
TRAUB. 


J. V., a man aged 55, presents an eruption on the left side of the face. He 
states that the present condition began after he had a boil on the left cheek. The 
boil ran a normal course, including the extrusion of a core which was followed by 
a slight permanent swelling and redness about the site of the original boil., Instead 
of disappearing this swelling slowly continued to enlarge until when the patient 
was first seen at the clinit the lesion measured about 1% inches (3.8 cm.) in all 
diameters and was elevated from % to 3% inch (1.25 to 2 cm.). It was from dull 
red to bluish and showed a few small telangiectatic vessels on the surface. The 
lesion has never been painful. There is no enlargement of the regional lymph 
nodes. The corresponding buccal mucosa shows no involvement. The Wasser- 
mann test and urinalysis gave negative results. Roentgenograms of the chest 
showed no abnormalities. Graded tuberculin tests gave the following results: 
in a 1: 1,000,000 dilution, negative; in a 1: 100,000 dilution, 1 plus; in a 1: 10,000 
dilution, 2 plus. The hemoglobin content was 90 per cent. Complete red and 
white blood cell counts were essentially normal. 

Two biopsies have been made, and the results were as follows: 1. The micro- 
scopic diagnosis was fibroma. The section showed a well localized growth in the 
middle and lower area. There was a dense inflammatory reaction showing marked 
degeneration. The inflammatory reaction was deposited in islands between the 
connective tissue fibers. There was a well marked degeneration of the connective 
tissue elements, and many of these took a basophilic tinge. The cellular exudate 
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ted of round cells, lymphocytes predominating. The Weigert stain showed 
-ed degeneration of the connective tissue and little other than connective tissue 
The microscopic diagnosis was fibroblastoma (inflammatory). Throughout 
ections were numerous areas of small round cell infiltration. Between these 
s were focal masses of connective tissue arranged in a fine network, within 


ch were numerous fibroblasts. In the upper portion of the cutis was a con- 
terable amount of basophilic degeneration, and the epidermis showed little change. 


DISCUSSION 
Dr. EuceNeE F. Traus: This patient has a nodular lesion on the left cheek 
hich cannot be diagnosed with certainty, and the two biopsies have not clarified 
e point much one way or the other, but the diagnosis of sarcoid can probably 
ruled out. One dose of filtered roentgen rays administered a week ago has 
used a 50 per cent regression of the lesion. 

Dr. Frep Wise: I wish to remind the members of a patient of Dr. Fox, a 
hild about 8 years old with a sarcoma of the temporal region which responded 
strikingly to one or two roentgen treatments. The tumor proved to be sarcoma 
histologically, and the child died of sarcoma. The rapid response of these lesions 
to roentgen rays does not by any means preclude the diagnosis of sarcoma. 

Dr. EuceENE F. Traus: Dr. Wise has called attention to Dr. Fox’ case. 
Probably all the members remember the patient whom I presented a year ago 
with an almost identical lesion on the temple. The late Dr. Highman said from 
the beginning that he believed that the lesion was a sarcoma, and the patient 
recently died of that disease. When the patient was presented the majority of the 
members, however, believed that the tumor was sarcoid. One should therefore 
be careful in making a clinical diagnosis and prognosis in cases of such lesions. 

Dr. J. FRANK FRASER: May I suggest that Dr. Traub make a report on the 
progress of the condition at the next meeting? 


R. H. Rutison, M.D., President 
Nov. 26, 1935 


EuGeneE F. Travus, M.D., Secretary 


INFILTRATING BASAL CELL EPITHELIOMA. Presented by Dr. J. FRANK FRASER. 


M. D., a woman aged 49, an Italian, a patient of Dr. Henry D. Niles, is 
presented from the Skin and Cancer Unit of the New York Post-Graduate 
Medical School and Hospital because of a lesion on the left side of the 
chin of from three and one-half to four years’ duration. The patient had used 
a preparation called zip four or five times for removing superfluous hairs on 
the left side of her chin, and about two weeks after the last application a flat 
shiny red spot appeared. This was not painful and did not itch. Heat by means 
of a lamp was applied once, but no other treatment has been used. The patient 
did not use zip again or pull out any hairs after the spot appeared. About 
eighteen months ago the lesion began to grow and became hard and elevated. 
The patient was first seen in the clinic in July 1935, at which time white lotion 
was prescribed. Since this was used the lesion has become larger and has 
broken up into several small nodules, and for the first time it has become sore. 

On the left side of the chin there is a roughly round lesion, a little larger 
than a 25 cent piece, consisting of several lentil-sized hard round nodules, some 
{ which are rather white and shiny. The overlying skin is red and covered 
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with telangiectatic vessels and a few small scales. There is no atrophy. There 
is a large vein extending upward and outward from the center of the lesion, 
The entire lesion is hard and adherent to the underlying structures. Roentgen 
examination of the jaw revealed a normal mandible, but there were several] 
calcified lymph nodes on the left side of the neck. The latter have been present 
for many years. A biopsy specimen taken from the center of the lesions on the 
chin on Nov. 7, 1935, revealed an infiltrating basal cell epithelioma. The patient 
is presented for suggestions as to therapy. 


DISCUSSION 

Dr. GeorcE M. MacKee: The lesion is deep and adherent, indicating perios- 
teal and perhaps osseous involvement. For these reasons, in spite of the fact 
that it is a pure basal cell epithelioma, irradiation is likely to be of no avail, | 
advise a radical surgical operation with the scalpel, including removal of peri- 
osteum and perhaps of some bone, followed by plastic repair. 

(Dr. Fred Wise and Dr. A. Benson Cannon agreed with Dr. MacKee’s 
remarks. ) 

Dr. Henry H. WuiteHouse: I also agree with what Dr. MacKee has 
said, although I do not see why the lesion is so bound down, because the roent- 
genogram shows no involvement of the bone. Possibly surgical removal will 
suffice. 

Dr. J. FRANK FRASER: There is no evidence in the sections of transition 
to the squamous cell type of tumor. The lesion is an infiltrating basal cell carci- 
noma. Such a tumor is, malignant and becomes radioresistant when it penetrates 
bone. I agree with Dr. MacKee’s suggestion that the treatment should consist 
of surgical removal. 


Lupus EryTHEMATOSUS. Presented by Dr. GrorceE M. MacKeEe. 

S. P., a boy aged 4% years, has an eruption which was first noticed by his 
mother when he was 4 months old. It consisted originally of small papules on 
the face, surrounded by white areas on a red base. The lesions appeared first 
on the cheeks and forehead. The patient wore a mask, and the lesions on the 
forehead cleared. The child was born prematurely and at present is under- 
weight and poorly developed. He has a good appetite now but was formerly a 
poor eater. There is no history of tuberculosis in the family. 

At present there is a bright red butterfly-shaped lesion spreading over both 
cheeks and over the nose. The involved area is dry and slightly scaly. There 
is apparently no induration. The lesions are macular. The hands show a slight 
reddish tinge on the dorsa, and there are a few pigmented areas on the arms. 
The hands and arms became involved last summer. There is an ectropion of 
the right lower lid. The lips are indurated and scaly. There are numerous 
shot-sized nonindurated and noninflamed papular or nodular lesions on the right 
side of the neck. This condition appeared about a month ago. The lesions are 
worse during the summer. The patient is apparently sensitive to light. 

Treatment has consisted of a pill containing 1 grain (0.065 Gm.) of quinine 
three times a day after meals, cod liver oil or halibut liver oil and a salt-free 
and high vitamin diet, including eggs, beef and vegetables and orange juice daily. 
A lotion containing zinc oxide, magnesium carbonate, bismuth subcarbonate and 
lime water is being applied. 

DISCUSSION 

Dr. A. Benson CANNON: The diagnosis of lupus erythematosus may be 
the correct one, but I frankly state that I could not have made it from the 
appearance of the lesions. Of course the locations are suggestive of lupus 
erythematosus, but there is nothing in the character of the lesions that would 
lead me to suspect that disease. The child is unusually young to have had lupus 
erythematosus for so long. There is no infiltration, scaling, atrophy or tel- 
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tasia, and there are no horny plugs—in fact, the only manifestation is a 
ular erythema with a superficial fine desquamation in some areas, the type 
exfoliation that may follow any erythematous rash. I should suspect that the 

natient’s erythema is due to some toxic cause and not to lupus erythematosus. 
think it would be interesting if Dr. MacKee would follow this patient over 
. period of a few years to see whether frank lesions of lupus erythematosus 
d velop. Possibly a histologic examination would be of some aid in ruling out 
the diagnosis of lupus erythematosus, but I doubt whether the histologic sections 
uld reveal more than is shown clinically. 
Dr. Howarp Fox: I disagree with Dr. Cannon and consider the disorder 
clearcut superficial lupus erythematosus. It has existed for four years 
without any appreciable change. It presents a typical butterfly configuration 
the face, and lesions are present on other sites generally affected by that 


disease, such as the dorsa of the hands. The patches are fairly well defined, 


and a few of them present fine scales which are adherent. The interesting fea- 
ture is that the disease is said to have first appeared when the patient was 4 
months old. While lupus erythematosus occurs rarely in childhood and espe- 
jally in infancy, it develops at times in each of these periods of life. In all the 


patients with lupus erythematosus whom I have seen at these ages the disorder 


was of the superficial type. 

Dr. Frep Wise: I agree with Dr. MacKee and with Dr. Fox that from 
the morphologic and clinical standpoints the diagnosis of lupus erythematosus 
can and should be made, but I doubt whether this patient has true lupus ery- 
hematosus. I have had occasion to see three imbecile children who presented 
this type of eruption on the face; I believe that such eruptions represent some 
obscure form of cutaneous disease associated with imbecility. This child does 
not show definite evidence of imbecility now, but I wonder what manifestations 
will become evident when he arrives at the age of puberty. 

Dr. J. FRANK FRASER: I agree with the diagnosis. There are cases of 
superficial lupus erythematosus with erythema but without elevation of the bor- 
ders of the lesions in which histologic examination supports the diagnosis of 
lupus erythematosus. The question of age as being against the diagnosis should 
not be considered. Lupus erythematosus occurs in children more often than is 
generally supposed. 

Dr. EuGENE F. Traus: The remark made by Dr. Wise interested me, and 
I agree largely with what he said. It would be interesting to find out how this 
child was fed when he was a baby and since early infancy. Was he breast fed? 
The appearance of the skin somehow suggests the type of change that may be 
expected in a mild form of pellagra. I do not regard the condition as pellagra 
in any sense, but I think that possibly the cutaneous picture may have been 
caused by an avitaminosis. The child may have been fed a vitamin-deficient 
diet, or he may be suffering from some gastro-intestinal condition which prevents 
the proper absorption of vitamins, thus indirectly causing an avitaminosis. I 
believe that investigations along this line might be of value. 

Dr. GeorGE M. MacKee: I do not know whether the child was breast fed 
or not. I do not think that a Wassermann test has been made. According to 
the history this child in spite of his appearance has always been healthy except 
for a little “stomach trouble.’ There may be some endocrine dysfunction. His 
intelligence is said to be above normal. What will happen later one cannot 
predict. His disorder is a fairly well fixed eruption, and it is sensitive to light. 
Even the superficial lesions on the hands have not undergone any change for 
six or eight months. The lesions on the face have been present for several 
years. At times the eruption is scaly, and at times it is not. At times the scales 
are adherent. There is telangiectasia, and there are scaling and atrophy asso- 
ciated with scarring. There is distinct ectropion. I think that one is justified 
in making a diagnosis of lupus erythematosus, and further observation and 
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s. There is also 
avor of the diag- 


laboratory studies will either prove or disprove its correctne 
some involvement of the lobes of the ears—another point in 
nosis of lupus erythematosus. 


s 
f 


MuLtreLE HEREDITARY HEMORRHAGIC TELANGIECTASIA. Presented by Dr. R. H. 

RULISON. 

P. B., a man aged 47, a milk salesman, married, the father of three girls and 
one boy, has had telangiectasia of the oral mucous membrane and lips since 
infancy and is subject to nosebleeds and occasional slight hemorrhage from the 
telangiectatic areas. After incision of an abscess on the wrist some years ago 
there was great difficulty in controlling hemorrhage. The patient’s father had 
frequent nosebleeds, showed telangiectatic areas in the mouth and died of a nose- 
bleed. The patient’s son had a severe hemorrhage after a circumcision. The 
Wassermann reaction of the patient’s blood has been reported to be negative, 
His wife and three daughters are healthy. 

Ten years ago all the lower and nearly all the upper teeth were removed 
and replaced by dentures. The upper denture was never entirely comfortable 
but was used for seven years. Three years ago a group of irritated papules 
developed in the center of the hard palate, causing discomfort. Ulceration and 
repeated hemorrhage followed. The central portion of the upper denture was 
cut out by a dentist to remove pressure. After this a dime-sized aggregation 
of flat raised bluish red papules developed in the center of the hard palate. 
Bleeding from this area has been quite frequent. Treatment by the family 
physician with astringents caused some improvement, but six months ago this 
physician destroyed the abnormal area with an electric needle. A_ recurrenc: 
developed within a short time. The only treatment used recently has consisted 
of a mouth wash of dilute solution of aluminum acetate. 

A report from Dr. Paul Reznikoff on the hematologic picture is as follows: 
The blood count showed 4,300,000 red blood cells, 92 per cent hemoglobin (13.3 
Gm. per hundred cubic centimeters) and 11,700 white cells. A _ differential 
count showed 48 per cent mature polymorphonuclear neutrophils, 7 per cent 
immature polymorphonuclear neutrophils, 25 per cent lymphocytes, 17 per cent 
monocytes, 1 per cent eosinophils and 2 per cent basophils. Toxic granulation 
and anisocytosis were graded 1 plus; there were 340,000 platelets; the bleeding 
time was two and a half minutes; the clotting time, twelve minutes (normal 
clotting time, from ten to twelve minutes); clot retraction was slight; the clot 
was fragile, and the tourniquet test gave from slight to moderately positive 
results. 

Dr. Reznikoff stated that he was convinced that this patient suffered from 
familial epistaxis and that nothing could be done except advise the -patient to 
avoid fatigue and trauma, which usually accentuate the hemorrhages. He 
informed me that Dr. Hurst has devised an ingenious rubber bag blown up by 
air through a catheter which patients use in the nose when the hemorrhage is 
severe and difficult to stop. As far as the local lesion on the palate is concerned, 
Dr. Reznikoff regarded it as secondary to the irritation by the old denture super- 
imposed on the local capillary fragility in the oral region. The treatment for 
this, he said, is to fit a denture causing as little irritation to the palate as 
possible. 

Dr. Reznikoff also stated that there is one feature about this patient’s con- 
dition which is not characteristic, namely, the poor clot retraction and the fragility 
of the clot. This, he said, suggests a real deficiency in the clotting mechanism. 
He suggested that the treatment with moccasin venom, as outlined by Peck and 
Rosenthal, be used if possible. In his opinion the suspicion that the disorder may 
be due to an underlying poor clotting mechanism which may be entirely distinct 
from the inherited condition is further substantiated by the high normal clotting 
time. 
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DISCUSSION 
EuGENE F. Traus: The lesions on the palate seem definitely to consist 
all angiomas. Small angiomas are one of the features present in this 
ise, and I should favor this interpretation in preferance to regarding them 
iokeratomas, which have been described, probably incorrectly, as having 
found in the mouth. 
Dr. Henry H. WuitreHouse: I agree with the diagnosis. 

Dr. JosepH J. Etter: I think that the condition is angioma. 
‘yr. A. Benson CANNON: I believe that the lesion is an angioma, but I 
that the verrucous papular lesions on the hard palate should be removed 
out delay. I believe that one should consider every verrucous lesion involv- 
the mucous membrane of the mouth as precarcinomatous and that each lesion 
ild be thoroughly removed in order to prevent further trouble. I think that 
he angiomatous lesions could be removed with the desiccating needle and 
this procedure would prevent attacks of bleeding such as the patient has had. 
Dr. R. H. Ruittson: Would Dr. Cannon advise removal of the lesions 
ut first following Dr. Reznikoff’s suggestion of making a new denture? 

Dr. A. BENson Cannon: I do not think that the denture had anything 
do with the condition. If it interferes with the proposed removal of the lesion 
with the electric needle, I should have the denture taken out or replaced by one 
that would not come in contact with the wounds. 
I agree entirely that this is a case of the so-called 
Again, I wish to call attention to the suggestion 


Dr. Howarp Fox: 
Rendu-Osler-Weber disease. 
made by Dr. 
obtain a personal and family history of nosebleeds in cases of spider nevi. 
ve done this faithfully in all the cases of spider nevi 


| ay 
private practice, and thus far I have not noted any relationship between the two 


Williams a few years ago, namely, that it is advisable to try to 


I 


I have observed in 


conditions. 

Dr. Frep Wise: I agree with the diagnosis and with the method of treat- 
ment suggested by Dr. Cannon. I advise surgical removal of the lesion. 

Dr. R. H. Ruttson: Does any one consider that there is any risk in trying 
to destroy this lesion by endothermy ? 

Dr. EUGENE F. Traus: I suggest the actual cautery or a coagulating current 
rather than desiccation for destroying the lesions on the roof of the mouth. 

Dr. Frep Wise: I do not think that there is any risk of excessive bleeding, 
because one can always apply sufficient pressure against the hard palate. If 
the lesion were in the soft parts, one might not be able to apply enough pressure 


to stop the bleeding. 


LicHEN PLANUS WITH ANNULAR LESIONS ON THE Face. Presented by Dr. 


FRANK C. COMBEsS. 

E. S., a woman aged 50, has generalized lichen planus of fourteen months’ 
luration. It involves the buccal mucosa, and on the tongue there are several 
On the back are several patches of lichen spinulosus. 


pearl-colored papules. 
The largest, 


[wo months ago several annular lesions developed on the forehead. 
situated in the right temporal region, is 2 cm. in diameter and has a slightly 
elevated edge and a depressed center. There is a flaky adherent scale over the 
entire lesion. 
DISCUSSION 

Dr. Howarp Fox: The lesions on the forehead are not typical of lichen 
planus and their site is an unusual one for this disease, but I think that all the 
lesions on the skin and tongue are part of the same disease, namely, lichen 
planus, 
(Dr. Fred Wise, Dr. Henry H. Whitehouse and Dr. Joseph J. Eller agreed 
ith the diagnosis as presented.) 
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LicHEN PLANUS FoLtiicuLarts. Presented by Dr. Paut E. Becuet. 

E. D., a woman aged 53, born in France, a domestic worker, was first seen 
at the Skin and Cancer Unit of the New York Post-Graduate Medical Schoo! 
and Hospital on Nov. 19, 1935, presenting an eruption which involved the flex . 
surface of the left wrist, the lower half of the abdomen and the thighs. The 
eruption consists of flat polygonal shiny violaceous papules with a central depres- 
sion. The lesions are the size of a pinhead and slightly larger. On the right 
buccal mucosa, in the area of Schumaker’s ridge, there is a reticulated grayish 
white eruption. The lesions involving the lower half of the abdomen are closely 
aggregated ill-defined pinhead-sized follicular papules, which on close inspection 
present a shiny violaceous red surface. 


DISCUSSION 

(Dr. A. Benson Cannon, Dr. Frank C. Combes and Dr. Fred Wise agreed 
with the diagnosis as presented. ) 

Dr. PAaut E. Becuet: I am glad that some of the members agree with the 
diagnosis, because I was hesitant about it myself. The lesions on the thigh are 
certainly suggestive either of ordinary lichen spinulosus or of follicular keratosis 
pilaris, but there are undoubtedly some flat shiny papules right at the opening 
of the follicles, and the whole eruption is probably lichen planus with follicular 
involvement. 


MorpHEA; DERMATITIS MEDICAMENTOSA. Presented by Dr. EuGENE F. Travs, 


C. C., a woman aged 46, married, is presented from the Skin and Cancer 
Unit of the New York Post-Graduate Medical School and Hospital. She com- 
plains of an eruption which has been present for ten years. It was first noted 
on the buttocks, and slowly and gradually lesions developed on the trunk. The 
extremities have remained comparatively uninvolved. At present the patient 
presents a large number of plaques of various sizes, scattered principally over 


the torso. The lesions are in.varying stages of development—some show definite 
thickening with a characteristic ivory or waxlike color; others, which are in 
a later stage, show an atrophy and apparently a thinning of the epidermis. The 
patient has received calcium by injection and orally and has also taken by 
mouth “drops” presumed to be an iodide. In the past three to four weeks a 
pruritic and a more or less acutely inflammatory eruption has appeared, and it 
is believed that this is probably due to the ingestion of the iodide. 


DISCUSSION 

Dr. Henry H. Wuitenouse: I agree with the diagnosis. 

Dr. Frep Wise: I agree with the diagnosis. I wish Dr. Traub would 
report at the next meeting what he has found out about the generalized erup- 
tion and the cause of it, if he can. 

Dr. Paut E. Becuetr: This patient was taking iodized salt and then took 
a few doses of potassium iodide. This fits in with the observations I have made 
in other cases. My patients used iodized salt for a long time and then after they 
took small doses of potassium iodide a more or less severe eruption immediately 
developed. Apparently, sensitization plays an important etiologic role in iodo- 
derma. I should advise Dr. Traub to have several tests made for iodine in 
the urine. 

Dr. Howarp Fox: The only point against an eruption due to iodide is that 
such an eruption does not itch, and, as I recall, the patient had many marks of 
scratching. 

Dr. Eucene F. Traus: This patient was seen yesterday for the first time, 
and I shall have to report certain details about the case more fully at the next 
meeting. It is my impression, however, that in some eruptions due to iodide 
an urticaria-like rash which is quite itchy does occur. 
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_ J. FRANK Fraser: I agree with the diagnosis. In regard to the question 
eruption due to iodide I observed a case recently in which itching was 


+ 


,ce FOR DIAGNOSIS (ROSACEA-LIKE TUBERCULID OF LEWANDOWSKY? LupuUS 
\[{1LIARIS DISSEMINATUS FactEr?). Presented by Dr. J. FRANK FRASER. 
M., a woman aged 43, a widow, is presented from the Skin and Cancer Unit 
he New York Post-Graduate Medical School and Hospital. She has had an 
ion on the face for one year. The eruption, which consists of erythematous 
es from the size of a pinpoint to that of a pinhead with yellow-tinged apexes, 
on the cheeks and later spread to the nose and the chin. There are periods 
mission and periods of exacerbation. The patient showed a 2 plus reaction 
id tuberculin in a 1: 10,000 dilution and negative reactions to greater dilutions. 
tologic examination showed tuberculosis. 
DISCUSSION 
Dr. Joseph J. Eller, Dr. Fred Wise, Dr. Hans J. Schwartz and Dr. Henry H. 
Whitehouse agreed with the diagnosis of rosacea-like tuberculid.) 
Dr. J. FRANK FRASER: The gross appearance of the lesions supports the diag- 


nosis of Lewandowsky’s tuberculid. What is the conception of the etiology and 
pathogenesis of this condition? Is it a tuberculid, as believed by MacKee and 
ilzberger, or true tuberculosis, as claimed by Wile and Grauer? The sections 
v early tubercle formation and numerous giant cells. One must be on one’s 
studying the slides in order not to mistake the picture of collections of 
pithelioid cells and foreign body giant cells seen in some cases of rosacea and 
indurated acne. In acne the distribution and formation are different. The cellular 
reaction does not show conglomerate tubercle formation and is always around the 
hair follicles, and the giant cells may be seen phagocytosing sebaceous material. 


DISSEMINATED MorPHEA. Presented by Dr. Frep WIseE. 


R. H., a girl aged 9 years, born in the United States, was first seen at the 
Skin and Cancer Unit of the New York Post-Graduate Medical School and 
Hospital on Oct. 24, 1935, because of an eruption of one year’s duration. The 
lesions are scattered over the trunk, especially on the sacral region, the lower 
abdominal region and the upper portion of the thighs. They vary from 2 to 6 
cm. in diameter. Some are oval, others discoid. There are two types of mani- 
festations: active, sharply defined shining indurated plaques of morphea with faint 
violaceous areolae and well defined atrophic plaques with wrinkled surfaces, repre- 
senting the lesions undergoing resolution. 
The patient’s general health shows no abnormalities of any kind. 


PAPULONECROTIC ZTUBERCULID AND GRANULOMA ANNULARE. Presented by Dr. 

EuGENE F. TRAvus. 

\. O., a man aged 35, born in the United States, is presented from the Skin 
and Cancer Unit of the New York Post-Graduate Medical School and Hospital. 
When the patient was a child he underwent an operation on the nodes of the neck, 
and he believes that the condition .t that time was diagnosed as tuberculous. 
About six months ago the present eruption began to appear insidiously, consisting 
of lesions that were distributed largely over the upper and lower extremities. The 
lesions were most profuse on the extensor surface of the forearms and arms, as 
well as on the sides, the back and the posterior surface of the thighs. Two types of 
lesions seemed to be present: (1) small hard papules which underwent central 
necrosis and finally healed, leaving tiny pitted scars, and (2) grouped tiny erythema- 
tous papules which had a tendency to form annular lesions. Some of these were 
waxy rather than erythematous; others seemed to exhibit a slight bit of scaling 
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The lesions of the latter type were most characteristically represented on the fore- 
arms and on the back of the neck. They suggested the diagnosis of granuloma 
annulare, while those first described seemed to fit in with the clinical picture of 
a papulonecrotic tuberculid. At present the majority of the papulonecrotic tuber- 
culid-like lesions are disappearing, whereas those resembling granuloma annulare 
seem to become more characteristic and numerous. 

Two complete blood counts have been essentially normal. Urinalysis has given 
negative results. Examination of the chest showed what were probably old 
parenchymal tubercle scars with slight pleural thickening and old lymphoid nodula- 
tion at the hilus. Tuberculin tests gave the following results: with a 1: 1,000,000 
dilution the reaction was plus-minus; with a 1: 100,000 dilution it was 2 plus: 
with a 1: 10,000 dilution it was 3 plus. 

Two biopsies have been made on material from different types of lesions: the 
first showed tuberculid (not typical), the report being as follows: The vessels 
throughout the entire cutis were moderately dilated, and about them was a sparse 
cellular infiltrate. In the section there were two follicles, the openings of which 
were considerably dilated and filled with horny material. About the follicles was 
a moderate cellular infiltrate extending down to the bottom. In the middle and 
upper portions of the cutis there was extensive interstitial edema. The cellular 
infiltrate was composed of small round cells and a few plasma cells. The second 
biopsy showed granuloma annulare, the report being as follows: The section 
showed the lesion to be in the corium. Cellular exudate was deposited in islands. 
It was largely perivascular, and many of the islands tended to fuse. The area 
involved was in the upper and middle portion of the corium. The cellular exudate 
consisted of round cells and pale stained cells that suggested endothelial cells as 
well as of giant cells of the Langerhans type. 


DISCUSSION 


Dr. Frep Wise: I fully agree with respect to the granuloma annulare, including 
all the lesions I saw on the back of the neck and on the extremities. I was unable 
to discern the papulonecrotic tuberculids. With respect to treatment I have no 
suggestions to make except that roentgen therapy might prove beneficial. 

Dr. Hans J. Schwartz: I agree with the diagnosis as presented. 

Dr. Paut E. Becuet: I agree entirely with the diagnosis of granuioma 
annulare, but the eruption is by no means typical. The lesions are acutely red 
and inflamed. There are a few atrophic centers. The diagnosis is, of course, 
microscopically proved, but clinically the condition is not typical granuloma 
annulare. 

Dr. A. BENSON CANNON: I agree with the interpretation given by Dr. Wise. 

Dr. Henry H. Wuitenouse: I think that the disorder is granuloma annulare 
of an unusual type and atypical. 

Dr. J. FRANK FRASER: Was a diagnosis of papulonecrotic tuberculid made 
on the basis of the picture presented by either of the sections ? 

Dr. Eucene F. Traus: In answer to Dr. Fraser about the sections showing 
papulonecrotic tuberculid, I wish to state that while the pathologist did not make 
a definite diagnosis of papulonecrotic tuberculid, it was suggested that this was 
the most likely diagnosis. 

Dr. J. FRANK Fraser: I disagree with that diagnosis. The section which is 
said to show papulonecrotic tuberculid in my opinion shows an early stage of 
granuloma annulare, and the second section also fits in well with that diagnosis. 
There is only one condition in this case, and that is granuloma annulare. 

Dr. Eucene F. Traus: Had I examined this patient this afternoon for the 
first time, I admit that I should not have been likely to consider the diagnosis of 
papulonecrotic tuberculid. However, when I first saw the patient he presented 
a number of lesions which were definitely papular, had necrotic centers and healed, 
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pitted scars. In fact, it was these lesions that led me to suspect that the 
indefinite lesions of the arms and shoulders might be granuloma annulare. 

r to these as more indefinite because when I first saw the patient the lesions 

: were regarded as papulonecrotic tuberculid were much more definite, whereas 
lesions which today seem to be cleancut granuloma annulare were not nearly 
characteristic. Furthermore, the patient stated that the latter lesions changed 
naterially from day to day, and this, of course, made me doubt further in the 
heoinning that the disorder was true granuloma annulare. During continued 


yes 


observation of this patient there has been a definite tendency for the papulonecrotic 
lesions to disappear gradually, while at the same time lesions of granuloma annulare 
have assumed a more fixed and a more definite character. The patient has received 
no active treatment for either condition; hence any change must be regarded as 
4 spontaneous one. Some of the lesions may give the impression that they have 
heen scratched, but I do not believe that itching is a feature of either eruption, 
and the patient does not as a rule do much scratching. 

Dr. Paut E. Becuet: Have the lesions on the back of the neck remained 
about the same? 

Dr. EuGeNne F. Traus: The lesions on the back of the neck have remained 
unchanged as far as regression is concerned, but I think that they have become 
more typical in the last few weeks, and to me they suggest granuloma annulare 
even more strongly than the lesions on the arms. 


LicHEN Rusper Monitirormis. Presented by Dr. Frep WIsE. 


C. H., a man aged 38, a florist, at present unemployed, first presented himself 
at the Skin and Cancer Unit of the New York Post-Graduate Medical School and 
Hospital on Oct. 29, 1935. He had previously been under the care of Dr. White- 
head, of Scanton, Pa. 

His cutaneous disease is of two years’ duration. It affects the face, ears and 
neck, the entire torso and both upper and lower extremities. The palms and soles 


and the mucosa are not involved. The scrotum and shaft of the penis are studded 
with lesions. The legs and feet exhibit relatively few changes. 

All other surfaces of the body are covered with various morphologic varieties 
of efflorescences. There are: 1. Smooth glistening reddish, pink and copper- 
colored flat discoid papules, nonscaly and nonumbilicated, involving chiefly the 
abdomen, back, chest, thighs and buttocks. These lesions vary in size, some being 
the size of an ordinary pinhead and others having a diameter equal to that of a 
match. None of them is angulated or exhibits Wickham striae. Palpation reveals 
only slight induration. 2. Well defined pale red to copper-colored shotty papules 
the size of a millet seed situated chiefly on the scalp and the glabella and about the 
pinnae of the ears. 3. Shotty papules, white or yellowish or the color of normal 
skin, the size of a millet seed, identical in appearance with lichen nitidus, affecting 
chiefly the chest, abdomen and shaft of the penis. 4. Striated parallel lines of bead- 
like papules, isolated and fused, affecting chiefly the anterior cubital areas, the 
posterior axillary areas and the nape of the neck. These lesions present the 
yellowish red tint of early keloid formations and impart a keloid-like feet to 
the palpating finger. 

There are no evidences of scratching on any portion of the body. The patient 
states that he has attacks of moderate itching but that he does not scratch the 
skin. He states that the eruption first appeared two years ago on the dorsa of 
the hands and that within a year it spread to other areas until nearly the entire 
surface of the body was implicated. 

Physical examination revealed no definite abnormalities, and the general health 
is excellent. Examination of the urine and blood gave negative results. Roent- 
genograms of the chest and skeleton revealed no abnormalities. A roentgenogram 
of the skull was reported by Dr. William H. Meyer to show a developmental 
variation ascribable to slight glandular dysfunction, and the hypophysis was said 
to be relatively large. The basal metabolic rate was 7 per cent below normal. 
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Several biopsies have been made, but time to study the sections has not been 
available up to the present. A full report will be made at a future meeting. 
None of the sections studied shows the structure of lichen planus. 


DISCUSSION 

Dr. A. BeENsoN Cannon: I think that this is an unusually clearcut picture. 
and I am glad to have an opportunity of observing it. I wish Dr. Wise would 
discuss the condition and state how he proposes to cure it. 

Dr. Henry H. WuitenHouse: I agree with the diagnosis. Cases of this dis- 
order are rare now. I have not seen a patient with moniliform lesions for thirty 
years. 

Dr. J. FRANK FRAseR: I think the question to be decided is whether there 
is any relationship to lichen planus. I saw the section, and in one corner there js 
a suggestion of lichen planus. Sutton in his textbook classified lichen ruber 
moniliformis as lichen planus. Dr. Wise may be able to clear up this point for us, 

Dr. Howarp Fox: I have had no personal experience with this rare disease, 
though I have a photograph of an eruption which my father made many years 
ago. 

Dr. Frank C. Comses: This is the first case of this disease that I have ever 
observed. McLeod classified it as lichen planus of the moniliform type. This js 
not my conception of it. It was originally described by Kaposi. 

Dr. Paut E. Becuet: This is an extraordinary manifestation, and I think 
that the case should be reported in the ArcuIves and that pictures and brief 
clinical notes should be given. I agree with Dr. Cannon. I wish that Dr. Wise 
would discuss the condition. Should it be classed with lichen planus or is it an 
independent pathologic entity? The lesions certainly do not resemble lichen planus 
in any way, despite the fact that a few of the most recent editions of leading 
textbooks describe the disorder under the general heading of lichen planus. 


Dr. R. H. Rutison: I think this is probably one of the most interesting cases 
that has been shown here for a long time. 

Dr. Frep Wise: I read the subject up recently. There is no unanimity of 
opinion as regards the morphologic or nosologic identity of this disease. Some 
observers are of the opinion that this disease has nothing to do with lichen planus. 
The histologic picture in the present case is only suggestive of lichen planus and 
is by no means characteristic of that disease. The suggestion that the beadlike 
lesions are due to scratching is not tenable because the patient exhibits not the 
least evidence of scratching. One other point of interest is that this disease is 
not related to either lichen ruber acuminatus or pityriasis rubra pilaris in any 
way. It does not run the same course and the lesions are not scaly. As to treat- 
ment, my colleagues and I are tentatively trying roentgen therapy on one small 
area together with injections of arsenic. I shall see what results follow roentgen 
and arsenical therapy and report on this case in a few months. 


EpmerMorp CarcINOMA. Presented by Dr. Hans J. SCHWARTZz. 


N. S., a man aged 59, born in Ireland, a motor-man, is presented from the clinic 
of the Cornell University Medical College. The patient noticed a small wartlike 
growth on the inner aspect of his left wrist four years ago. This remained the 
same size for two years. It then began to grow slowly until it covered a surface 
as large as a 25 cent piece. During the last three months the lesion has grown 
rapidly to its present size. 

The only treatment used was a local application which was procured by the 
patient from his druggist. There is no history of loss of weight and there is no 
evidence of distant metastases. 

There is a circular lesion the size of a silver dollar with an indurated border 
Y% inch (0.32 cm.) in width and elevated above the adjacent normal skin about 
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ne distance. The remaining surface presents a soft, boggy appearance, and 
slike fluid can be expressed by light pressure. A biopsy was reported to 
squamous cell carcinoma of grade 1 plus. The patient is presented chiefly for 
tions as to treatment. Because of the radioresistant character of the lesion 
r surgical excision. 
DISCUSSION 
J. FRANK FRASER: The diagnosis is settled. The section was examined 
‘wo laboratories, and the report is epidermoid carcinoma of grade 1. The 
I saw showed involvement perhaps a little more marked than grade 1, 
ips grade 1 plus. The question for discussion is the method of treatment 
employed. I think the members will agree that radiation should not be used 
use epidermoid carcinoma of grade 1 and even grade 2 is radioresistant. 
reical excision should be the method of choice. 
rk. Henry H. WHITEHOUSE: I agree with Dr. Fraser. I think that surgical 
val is the procedure of choice in this case. 
A. Benson CANNON: In spite of the histologic diagnosis of grade 1 
rcinoma the lesion does not ‘impress me as being highly malignant. I have 
vs considered such markedly elevated, sharply demarcated, hard and slightly 
rtv lesions without surrounding redness as being relatively benign. The fact 
the patient has had this ulcer for four years tends to confirm my suspicion 
its benign nature; nevertheless, I should advise wide surgical excision of the 
srowth and also surgical removal of the epitrochlear and axillary glands and 
ubsequent irradiation, should histologic examinations of the glands warrant such 
treatment. 


Dr. Paut E. Becuet: I agree entirely with what Dr. Cannon has said. 
Perhaps Dr. Fraser will remember a patient whom I presented before this society 
a few years ago, a woman with a typical sarcomatous lesion on the leg. All the 
members agreed with the diagnosis. A histologic examination disproved it. The 
lesion was not sarcomatous. It was excised and no radiation was applied to the 
inguinal glands. The patient was still well a year or two after the operation. 

Dr. FRANK C, Combes: I think that the question in this case is whether or 
not to amputate the forearm. The lesion has been growing very slowly. In spite 
f the histologic picture I see no objection to treating the lesion with radium. 
Nothing will be lost by waiting a few months longer before considering amputation. 

Dr. Howarp Fox: The lesion appears to be an epithelioma, and if so, it is 

ost certainly of the prickle cell variety. I agree with Dr. Combes that the 
juestion of amputation should be considered, especially as the lesion is on the 
left wrist. 

Dr. Frep Wise: I did not know that the question of amputation had been 
onsidered. I thought it was a question of roentgen treatment or surgical ablation 
followed by skin graft. My advice is to have a surgeon remove the growth and 
either bring the edges together or use a skin graft. I should remove the glands 
in the axilla even if they do not seem to be involved, but I certainly should not 
consider amputation of the arm. 


Dr. JosepH J. Etter: I think that Dr. Wise has stated the problem in this 
case. The lesion should be excised, and the glands in the axilla should be removed. 
[hen irradiation should be used. The fact that the pathologist does not believe 
that the lesion is radiosensitive does not mean that it is highly malignant. Some 
ot the more benign lesions are radioresistant. The more rapidly growing lesions 
are the ones which do respond to radiation, and they are also the types which 
are prone to recur. I do not think that the fact that this lesion does not respond 

roentgen treatment indicates that it is highly malignant any more than that a 
fibrosarcoma which does not respond to roentgen treatment is more malignant than 


i lymphosarcoma which does. I advise wide excision followed by local irradiation. 


Dr. Hans J. Scuwartz: I do not think there was ever any question, with my 
workers and me at any rate, of removing the arm. We were considering the 
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question of local excision or radiation. We favor local excision and excision of 
the epitrochlear glands and glands in the axilla. We never thought of amputating 
the arm. 

Dr. FRANK C. Comes: I should not consider amputation of the arm until after 
the results of local excision and radiation have been ascertained. I should suggest 
waiting about six months. 

Dr. R. H. Ruttson: I do not think that the fact that the epitrochlear gland 
is not enlarged is of any importance, because the lesion is on the side of the wrist 
which does not drain into that gland. The only glands that would catch metastatic 
cells are the axillary, not the epitrochlear, glands. 


A CASE For DiaGnosis (PAPULONECROTIC TUBERCULID OF THE LEGS?). Presented 
by Dr. Frep WISE. 

L. E., a boy aged 16, from the Skin and Cancer Unit of the New York Post- 
Graduate Medical School and Hospital, first applied for treatment today. The 
duration of his eruption is said to be about one year. He exhibits evidence of 
retarded mental development but otherwise appears in fair health. 

The skin of the legs from the knees to the ankles exhibits innumerable pitted 
lesions associated with faint scaling and conspicuous superficial extravasations of 
blood, resembling a mottled type of dermatitis haemostatica. Many of the lesions 
present stellate scars, such as occur in certain papulonecrotic tuberculids. The 
great majority of the lesions have undergone involution but not complete healing. 
Other areas, such as the upper extremities, show no signs of the condition. Further 
observations will be reported at a later meeting. 


DISCUSSION 

Dr. J. FRANK FRASER: I cannot suggest a better diagnosis than that offered 
by Dr. Wise. A few of the lesions show a tendency to papulation with necrosis 
in the centers. That would be a point in favor of the diagnosis proposed by 
Dr. Wise. 

Dr. Henry H. Wuitenouse: The lesions look like the scars of papulonecrotic 
tuberculid. 

Dr. A. BENSON CANNON: I have never seen as numerous scars as this patient 
presents from the knees down caused by papulonecrotic tuberculids in the absence 
of other scars or lesions elsewhere. I should be inclined to seek some other 
explanation for the scarring. I should investigate the patient’s mental status to 
ascertain whether these scars might be caused by self-inflicted wounds. 


Dr. Paut E. Becuet: I agree with the diagnosis, but I think that one of the 
interesting features of the disorder has been mentioned, namely, the apparent extra- 
vasation of blood in almost every lesion and the distinct blood pigment in each 
one of the scars. 

Dr. Frank C. Compes: I think that the location of the lesions and the type 
of scarring are highly suggestive of papulonecrotic tuberculid. It is unusual, as 
Dr. Cannon says, to have so much scarring in so short a time. Nevertheless, | 
have seen many patients with papulonecrotic tuberculid with just as many lesions 
in this location. However, the disease was of much greater duration. 

Dr. Howarp Fox: I think that papulonecrotic tuberculid is the most likely 
diagnosis. I should not accept Dr. Cannon’s suggestion of a self-inflicted eruption, 
as the lesions are absolutely symmetrical. It is rare indeed to see a profuse 
self-inflicted eruption which is entirely symmetrical, though I have seen one such 
eruption in a nurse who was clever enough to simulate a generalized purpura. 

Dr. JosepH J. Etter: The manifestations exhibited by this patient are the 
end-results of a papulo-necrotic tuberculid and in addition perhaps some self- 
inflicted aggravation caused by picking at the lesions. The scars are a little deeper 
than those usually seen. 
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Frep Wise: I have not had an opportunity to study this case. I want 
swer Dr. Bechet’s question. As far as I know, extravasation of blood in 
like this is usually seen on the lower extremities because the circulation 

latively poor; it is seldom seen in the upper extremities. I shall try to report 
laboratory tests and other investigations at the next meeting. 


on A CASE PRESENTED FoR DraGNosis (ULCER OF THE THORACIC WALL). 
JosepH J. ELLer. 
B., a man aged 29, was presented before the New York Dermatological 
ty on Oct. 22, 1935 (Arco. Dermat. & SypH. 34:506 |Sept.] 1936), for 
sis. The diagnoses considered were tuberculosis, syphilis and a mixed 
ntococcic infection. 
wrote to Dr. Meleney, who has published an article on the mixed infections, 
in the meantime antisyphilitic treatment has been continued. The patient has 
ived five injections of a bismuth preparation and eight injections of neoarsphen- 
m and mild applications locally to the ulcer. The ulceration has receded 
nsiderably, and the exudate has decreased. The upper ulcer has entirely closed 
| the lower one has improved 50 per cent. 


DISCUSSION 

Dr. Frep Wise: I believe that arsphenamine could also help to heal a strepto- 

ic infection. 

Dr. Howarp Fox: I think that syphilis is practically excluded in this case by 
the failure to cure the eruption with eight injections of neoarsphenamine. The 

‘rapeutic test for syphilis is still a valuable one. 

Dr. A. BENSON CANNON: May I call the attention of the members to the 
article by Schamberg and Kolmer in which are given pictures of patients with 
lesions of secondary syphilis that had not been benefited by seven or more injections 
of neoarsphenamine? Lesions of tertiary syphilis are often more resistant to treat- 
ment than lesions of secondary syphilis are. The members who were in the 
Vanderbilt Clinic a number of years ago may remember a Negro sent to Dr. 
Fordyce by Dr. Murril, of Richmond, Va., who had numerous lesions of the legs 
that were typically gummatous. He had received, I believe, three courses of 
arsphenamine and many injections of a mercury compound and had taken potassium 
iodide, with no appreciable change in the appearance of the ulcers. Every one 
at the clinic, including Dr. Fordyce, pronounced the lesions typically gummatous. 
The patient was sent to the service of Dr. Fordyce at the New York City Hospital, 
where about forty-five injections of arsphenamine, more than sixty injections of 
mercury and of a bismuth preparation and administration of potassium iodide 
over a long period failed to heal more than a few of the large round punched-out 
ulcers. Dr. Fordyce had a section of tissue removed for biopsy, and Dr. Larkin, 
the pathologist, made a diagnosis of gumma. The patient was then sent back to 
the ward, where he was treated intensively for more than a year with arsphenamine, 
mercury, a bismuth preparation and potassium iodide before all the ulcers were 
entirely healed. He then became librarian at the hospital and retained that position 
for several years. He had no recurrence of the gummas and finally died of a 
cardiac disease. I could cite many cases of gumma in which the lesions have not 
healed after from thirty to forty or more injections of arsphenamine. I suspect 
that in such cases it is the tremendous amount of vascular destruction and fibrosis 
and probably secondary infection that make such gummas so resistant to anti- 
syphilitic therapy. 

Dr. Frep Wise: Does Dr. Cannon believe that a streptococcic infection might 
clear up as much as this one has as a result of arsphenamine therapy? 

Dr. A. Benson CANNON: I think that arsphenamine is a specific drug for syph- 
ilis only, although it has been tried in the treatment of practically every disease. 
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I do not see how any one can ignore a positive Wassermann reaction in a patient 
with a sloughing lesion which in the opinion of at least some of the members 
has the appearance of a gumma and make a definite diagnosis of tuberculosis. 
There is a patient at the New York City Hospital who has been in the dermato- 
logic service for about twenty years, who used to be shown by the attending 
physician as presenting syphilis; when the next attending dermatologist came on 
service he exhibited the same patient as presenting tuberculosis. The same patient 
has been shown at practically all the dermatologic societies in and about New York. 
has stayed a long time at Hot Springs, Ark., and has received a great deal of 
antisyphilitic treatment, and it was only by inoculating into a guinea-pig a portion 
of the tissue removed from one of the ulcers that a definite diagnosis of tuberculosis 
of the skin was finally made. A number of years ago at a pathologic meeting 
in Europe it was decided that in certain cases there was no way to differentiate 
histologically between sections showing tuberculosis and sections showing syphilis. 
I am sure that I have never been able definitely to distinguish clinically or histo- 
logically between certain types of tuberculous ulcerations and syphilis of the skin, 
and I have not been aware that any one else could. While I do not believe that 
in the case under consideration the disorder has been proved to be syphilis, | 
do think that most of the evidence is in favor of that diagnosis. 


Dr. Howarp Fox: I should like to know whether tuberculosis has been ruled 
out in this case by one of the two positive methods of determining the presence 
of this disease, namely, the finding of tubercle bacilli or a positive result of 
inoculation in a susceptible animal. 

Dr. R. H. Rutison: I have no fixed opinion about this matter, but it seems 
to me that in spite of the fact that most tertiary lesions of syphilis respond to 
treatment, as Dr. Fox has said, there is a certain group, probably of syphilis asso- 
ciated with some secondary infection, which do not respond to antisyphilitic 
treatment. 

Dr. Frep Wise: I agree with what Dr. Cannon has said regarding certain 
manifestations of cutaneous syphilis which do not respond to the conventional 
forms of treatment. 

Dr. FRANK C. Comses: Dr. Stokes has brought out the fact that focal infec- 
tions or local contaminants seriously retard the healing of a syphilitic lesion. 





Ray H. Rutison, M.D., President 
Dec. 17, 1935 
EuGeNneE F. Travus, M.D., Secretary 


A CASE For DiaGNosts (SCROFULODERMA?). Presented by Dr. EuGENE F. TRAvs. 


M. M., a girl aged 7 years, presents an eruption limited to the right side of 
the neck. The family history and the past history are irrelevant except for the 
fact that the patient had an attack of German measles in May 1935. In the begin- 
ning of August 1935 a small lump was noticed on the right side of the neck, which 
on incision yielded about a thimbleful of pus. Shortly afterward another mass 
developed just anterior to the first one. The second mass was incised, and through 
and through drainage was established between the two incisions, but little additional 
pus was evacuated. After the masses had been incised the skin directly about them 
became red, inflamed and swollen, and over a period of a month or two the lesion 
gradually spread to its present size. An examination of the pus from the lesions 
as well as a culture showed no evidence of actinomycosis. Because the process 
began in the lymph nodes scrofuloderma is regarded as the most likely diagnosis. 
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DISCUSSION 


Epwarp R. MALoney: I think that scrofuloderma is the correct diagnosis. 
mycosis was mentioned, but I did not see any evidence on which to base 
, diagnosis, particularly as actinomycosis is an unusual condition in this 


Henry H. Wuitenouse: Scrofuloderma is the most logical diagnosis 
ly. and I do not know whether evidence of any other disorder will be found 
oratory investigation. 

Henry D. Nites (by invitation): I am much interested in this patient's 

rder. I wish to ask whether it is true that scrofuloderma occurs rarely now. 

1 patient with typical scrofuloderma at the Skin and Cancer Unit of the 
York Post-Graduate Medical School and Hospital last week; that patient 
his one are the first ones with this condition I have seen for several years. 

J. GarpNER Hopkins: The main characteristic of actinomycosis is the 
hardness of the infiltration, which usually extends beyond the ulcer or sinus. 

nk that this can be ruled out on the basis of the clinical appearance in this 


Dr. WiILLtIAM GARBE (by invitation): A condition like this should clear up 
her quickly when treated with a high vitamin, salt-free diet, small doses of 
»old preparation and generalized ultraviolet irradiation. Lymph nodes are 
equently involved before the skin breaks down. 
Dr. Frep WIsE: I agree with the diagnosis as presented. Most dermatologists 
-ee that roentgen treatment will cure such lesions. In regard to Dr. Niles’ 
mment, I am sure one sees fewer cases of scrofuloderma than twenty years 
ago in clinics for ambulatory patients. 
Dr. EuGeNE F. Traus: The history of the onset in this patient’s disorder 
suggests scrofuloderma as the logical diagnosis. There is only one thing which 
nsidered unusual—as I do not see many cases of this disorder—namely, the 
peculiar red and boggy extension of the process in the derma, which almost 
suggested an early stage of keloid formation. It was for that reason also that the 


ossibility of actinomycosis was considered. The treatment that seemed to me 
to be most advisable was a combination of generalized ultraviolet irradiation, a 
salt-free diet and local roentgen irradiation. 


INTACT DERMATITIS OF THE HANps From DENTU, A PREPARATION USED FOR 
CLEANSING DENTAL Pwates. Presented by Dr. J. FRANK FRASER. 


Patch tests with dentu gave strong positive results. 


\ Case For DraGNnostis (BAzin’s DIsEASE?). Presented by Dr. J. GARDNER 
Hopkins for Dr. L. B. Rosrnson. 


T 


J. S., a woman aged 33, an American, is presented because of an eruption of 
left leg of six and one-half months’ duration. Five years ago the patient 
pulmonary tuberculosis, which healed after three months. Periodic roentgen 
xaminations of the lungs have shown healed lesions. She had one attack of 
jaundice a year ago. There have been no other significant illnesses. The patient 
ikes occasional sedatives such as anacin, and before June 1935 she took acetyl- 
alicylic acid. She took that drug for a cold three days before the second lesion 
appeared in October. She has taken no iodized salt. 

There have been three lesions on the left leg. One, located on the outer 
aspect of the leg, appeared in June 1935 and healed in the early part of September. 
\nother lesion developed, on the inner aspect of the lower part of the left leg, on 
October 21, and at present it is mostly healed. About three weeks ago a third 
lesion appeared, over the internal malleolus. 

\ lesion begins as a subcutaneous firm erythematous infiltration the size of a 

elnut. In about four days a deep blue bleb appears. Then the infiltration 
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spreads and the bleb increases in size, ruptures and exudes serum. There js 
necrosis of the tissues with marked sloughing. 

Roentgen examination of the gallbladder gave negative results. The sedimen- 
tation rate was increased. Urinalysis gave negative results for bromides. A 
test with tuberculin in a 1: 1,000,000 dilution gave negative results. A culture 
disclosed Streptococcus. 

The location of the lesion suggests Bazin’s disease. The rapid extension is an 
unusual feature. 

DISCUSSION 

Dr. Fred Wise: The disease is probably a tuberculous process wtih secondary 
infection accompanied by ulceration. The reason I think it is tuberculous is that 
the patient exhibits a pea-sized subcutaneous nodule on the right leg, suggestive 
of tuberculosis of the hypoderm. Probably the pathologic process is tuberculosis 
beginning deep in the skin and finally ulcerating, a condition which resembles 
Bazin’s disease but which need not necessarily be called Bazin’s disease. 

Dr. Paut E. Becuer: I agree entirely with Dr. Wise. 

Dr. EuGeNe F. Traus: Dr. Hopkins stressed the point that the ulceration 
which has been much altered by therapy and which is located on the lower third 
of the left leg is much better today than it has been. The clinical appearance now 
does not so strongly suggest the possibility that this is a tuberculous process, and 
I suggest that attempts be made to find another etiologic agent. 

Dr. Henry H. Wuitenouse: I do not think this patient’s condition can be 
diagnosed yet. It needs further investigation and study. 

Dr. Epwarp R. Matoney: I agree with practically all that Dr. Wise has 
said. I think the disorder is basically a tuberculous process. It is deep and there 
is a great deal of secondary infection, which accounts for the extent of the 
lesions. The patient has or has had pulmonary tuberculosis. I think that the 
disorder is a tuberculous process the original lesion of which resembled Bazin’s 
disease but has been changed by superimposed secondary infection. 

Dr. Howarp Fox: I think that bromoderma can be excluded, partly on the 
basis of the history and partly because of the deep ulceration and the absence 
of pain and tenderness. In most of the cases of bromoderma affecting the legs 
which I have seen the lesions have been decidedly tender. If tuberculosis can 
be excluded, I should suggest the possibility of pyoderma gangraenosum. 


A CAseE For DraGNosis (INFESTATION WITH ENDAMOEBA HIsTOLyTICA Asso- 
CIATED WITH ULCERS OF THE LeEG?). Presented by Dr. EuGene F. Travs. 

L. C., a woman aged 26, has ulcerations on both legs which have been present 
for about three years. She has had colitis for four years. No definite cause was 
found for this condition, but recently, when the patient was admitted to the New 
York Post-Graduate Medical School and Hospital, a proctoscopic examination 
made possible cultures, which showed Endamoeba histolytica. The case was 
reported by Dr. Percy A. Brooke (Erythema Nodosum-Like Lesions and Chronic 
Ulcerative Colitis: Report of a Case, New England J. Med. 209:333 [Aug. 3] 
1933). Endamoeba had not been observed at that time. 

The ulcerations on the patient’s skin appeared on the left leg in about April 
1932. The right leg became involved in about September 1934. Both legs have 
continued to be actively involved until the present time. They show a sym- 
metrical muscular atrophy between the knees and the ankles. The skin presents 
multiple small ulcerated areas and many draining sinuses. The exudate is for the 
most part watery, but occasionally it is hemorrhagic. The process seems to begin 
as a slightly fluctuant small nodular mass, often bluish, which remains indolent for 
a long time before breaking down. No marked adenopathy is present. 

Roentgen examination of the legs and chest showed essentially normal con- 
ditions. The Wassermann test, urinalysis and blood count gave normal results 
on several occasions. Numerous cultures taken from some of the nodular masses 
on the leg by incision before spontaneous rupture had taken place gave negative 
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its bacteriologically and mycologically. Many cultures of stools for ova 
parasites also gave negative results. The usual bacteriologic results were 
obtained from examinations of the stools. Sigmoidoscopic washings from an 
iceration were found to contain E. histolytica, as stated. Graded tests with 
erculin gave negative results. 

\ biopsy was made, the report being as follows: The observations were 
compatible with a toxic process. Throughout the cutis the blood vessels were 
ilated and their walls thickened; in places there was a proliferation of the 

r cells partially obliterating the lumen. There was a diffuse cellular infiltrate 
roughout the cutis which when observed under high magnification was apparently 

de up of numerous small round cells, polymorphonuclear cells and fibroblasts. 
was marked interstitial and parenchymatous edema throughout the cutis. 
The epidermis showed no note- 


FS} 
here was an occasional group of giant cells. 
orthy changes. 

DISCUSSION 
Dr. GeorceE M. MacKee: The disorder certainly looks like bromoderma, 
jododerma or pyoderma. One .must think, also, of tuberculosis and syphilis. The 
fact that endamoeba was cultured from the stools is interesting, but the organism 
should be demonstrated in the tissue also before a diagnosis of endamebiasis cutis 
can be considered. 
Dr. Frep Wise: If one can rule out bromoderma, the possibility that the 
disorder is the cutaneous disease frequently associated with chronic idiopathic 


colitis can be accepted. At the Montefiore Hospital patients with colitis associated 


with ulcerations of the skin have been temporarily benefited by injections of 


vitamin C. 

Dr. WILLIAM GARBE (by invitation): I should like to hear an opinion as 

the possible etiology of the primary lesion which consists of a hazelnut-sized 
raised bluish mass which becomes fluctuant and then breaks down and exudes a 
watery material. Cultures have been made repeatedly, and the results have been 
consistently negative. 

Dr. Howarp Fox: I agree with Dr. MacKee that bromoderma must be 
strictly excluded, particularly by an intravenous administration of saline solution 
before the examination of the urine for bromides. Some of these vegetating 
lesions, as has been said, suggest bromoderma, but those on the thin atrophied 
leg are suggestive of the disease which has been called by various names, such 
as pyogenic granuloma and serpiginous ulcerative pyoderma. This patient’s dis- 
order is similar to that exhibited by a patient whom I presented last year at 
one of the national dermatologic meetings and to that of another patient whom 
my co-workers and I studied at the Bellevue Hospital. In both cases laboratory 
tests failed to yield any results other than positive cultures of staphylococci and 
streptococci. I doubt much that the disorder is an amebic infestation of the 


skin. An extensive involvement of this kind would be almost unique. 

Dr. GeorcE M. MacKee: If the disorder proves to be pyoderma the new 
treatment consisting of ionized air flowing over the affected areas for half an 
hour or so daily might be tried. Apparently good results have been obtained 
from treatment of pyoderma by this method. 

Dr. Epwarp R. Maroney: Dr. Garbe pointed out that the pus is sterile. 


Dr. WiLL1AM GaArBE (by invitation): The primary lesion is a fluctuant mass. 
The skin has been cleansed and incised, and cultures of the watery contents have 
been made. They have all been negative for bacteria, fungi and yeasts. Inocula- 
tions of animals have not revealed the presence of tubercle bacilli or filarial 


organisms, 

Dr. EuceNne F. Traus: While this patient was under observation in the 
hospital, my co-workers and I had the opportunity of observing the development 
of new lesions. In fact, the condition has spread down to the dorsum of the 
right foot. In making bacteriologic examinations smears were not taken from 


the ulcerative lesions but were taken from the new lesions before they had 
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spontaneously ruptured. An incision was made under aseptic precautions, and 
the material thus obtained proved to be culturally negative for all organisms. 
including endamoeba. The history did not disclose ingestion of drugs, but 
specific examinations were made to rule out that possibility while the patient was 
in the hospital. Previously examinations and the report of her case were made 
while she was at the Massachusetts General Hospital. Although she has not 
received any intravenous injections of vitamins, the patient has taken all vitamins 
by mouth, except vitamin C. She has been given general ultraviolet radiation 
Locally, one leg has been treated with an ointment containing scarlet red and 
the other has received ionization according to the method of Dr. Wright, but 
as the latter treatment failed to produce any favorable response it was discon- 
tinued. For the amebic infestation two capsules of carbarsone were given daily 
for ten days, and then a rest period of two weeks was ordered. There was a 
distinct improvement in the colitis as a result of this therapy, and a recent procto- 
scopic examination failed to show endamoeba. 


A Case For Diacnosis (Eruption Due To A DruG? PARApSoRIASIS?). Pre- 
sented by Dr. J. GARDNER HOoPkKINs. 

W. P., a man aged 45, a chemist, has had a generalized eruption of sixteen 
months’ duration. In August 1934 he observed what seemed to be insect bites on 
his legs; the lesions, however, persisted through the winter. In June 1935 these 
spots enlarged and new ones developed on the legs, arms and trunk. They 
appeared first as groups of tiny pruritic vesicles. At times there have developed 
in the centers of the lesions on the leg small painful abscesses which break down, 
leaving a shallow lobate indolent ulcer. Last summer and again in October the 
patient had attacks of fever, the temperature reaching 103 F., lasting from jour 
to five days and accompanied by painful swelling of the lower portion of the legs. 

There is no history of recent illness or of ingestion of drugs except of 
acetylsalicylic acid about once a month. The only foci of infection found were 
two teeth, which have been extracted. 

The eruption is composed of sharply bordered and nearly circular plaques from 
4 to 5 cm. in diameter scattered thickly on the arms and legs and sparsely on the 
trunk. They are salmon-red and covered with fine adherent scales. There is no 
evidence of edema or infiltration. A few lesions show crusts over healing ulcera- 
tions. 

Repeated examinations for fungi have given negative results. A small but 
persistent reaction to trichophytin is present. Reactions to monilia extract and 
to staphylococcus and streptococcus toxins were negative. 


DISCUSSION 

Dr. GeorcGE M. MacKee: At first glance the disorder does look like a fixed 
eruption due to a drug, and because of that it is necessary to rule out drugs 
absolutely, not only phenolphthalein but arsenic and any one of a number of drugs, 
such as the barbiturates. On the other hand, in fixed eruptions due to drugs there 
is generally a fluctuation and not a progressive sequence. In this case there has 
been a progressive sequence rather than fluctuation in the appearance of the 
lesions. I am more inclined to think that the disorder is a premycotic stage ot 
mycosis fungoides. 

Dr. Frep Wise: I agree with Dr. MacKee’s remarks. 

Dr. Eucene F. Traus: A point that must be considered for or against the 
diagnosis of an early mycosis fungoides is the question of response to roentgen 
therapy. If I understood the history, some improvement followed such treatment 

Dr. J. GARDNER Hopkins: The eruption responded somewhat to roentgen 
therapy, but it did not clear up. 

Dr. Eucene F. Traus: My first impression was that this was a premycotic 
eruption, but fairly careful examination did not show any definite configuration, 
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crescentic or horseshoe-shaped, such as is so commonly present at this 
of the disease. When there are only rounded and slightly edematous 
ematovesicular patches without the configuration just mentioned, one is 
rally mistaken in making a diagnosis of an early stage of mycosis fungoides. 


Dr. Paut E. Becuet: I agree entirely with Dr. MacKee’s interpretation. 
‘tion to drugs will have to be eliminated. If that is ruled out, of course, the 
most plausible diagnosis is the premycotic stage of mycosis fungoides. The 

I want to raise in reference to that diagnosis, however, is that it is made 
rely too often and without sufficient evidence. This is well borne out by 
fact that the diagnosis of an early stage of mycosis is extremely common, yet 

; of advanced mycosis are rare. This discrepancy can be explained only by 

fact that in many cases the diagnosis of an early stage of mycosis eventually 

ves erroneous. 

Dr. J. FRANK Fraser: The diagnosis in early stages of mycosis cannot be 
tablished unless it is confirmed by microscopic observations. The essential lesion 
the same whether the disease is in an early or in a late stage. Frequently one 
able to determine by microscopic examination even of erythematous lesions that 

condition is mycosis fungoides. I agree with Dr. MacKee that if this condition 

‘ta fixed eruption due to a drug it is an early stage of mycosis fungoides. 

suggest that Dr. Hopkins take material for biopsy from several areas. A year 
ago I presented a patient who underwent several biopsies at a few weeks’ interval 
before the diagnosis of mycosis fungoides was finally established. 

Dr. Henry D. Nites (by invitation): I think that a year and a half is a 
rather unusual duration for the premycotic stage of mycosis fungoides, no itching 
being present. I am inclined to agree with Dr. Hopkins’ suggested diagnosis of 
parapsoriasis because of the absence of itching, the slight infiltration and the 
bsence of configurated lesions. These lesions are mostly flat plaques. 

Dr. Henry H. Wuivenouse: Is there any itching now? 

Dr. J. GARDNER Hopkins: There is some itching, but I do not think that it is 
severe. Apparently until the lesions get infected they are not bothersome. 

Dr. Henry H. WuiteHouSE: I confess that when I examined the patient’s 
legs I could not make a diagnosis. When I examined the trunk and saw those 
configurated lesions the diagnosis of mycosis fungoides suggested itself to me. 
| thought the patient stated that there was some itching. As far as I know, itch- 
ng is always associated with lesions of that type. The lesions on the body 
impressed me clinically as mycosis fungoides, but itching is generally more severe 
in that condition. That is the nearest I can come to making a diagnosis. I agree 
with Dr. MacKee that this is the probable diagnosis. As Dr. Fraser suggests, 
biopsies would help to clear up the matter, if the disorder is an early stage of 
mycosis fungoides. 

Dr. Eowarp R. Maroney: I think that the first impression on examining the 
lesions is, as has been said before, that the disorder is a fixed eruption due to a 
drug, specifically to phenolphthalein. This patient is an intelligent man and a 
chemist, and he knows that he has not taken phenolphthalein. I think that one 
should take his word for that and rule out that possibility. Further study of the 
lisorder may lead one to think that it is a premycotic stage of mycosis fungoides. 

Dr. Hans J. Schwartz: I agree with what Dr. Maloney has just said. 

Dr. Howarp Fox: The three principal diagnoses which have been suggested, 
namely, an eruption due to a drug, mycosis fungoides and parapsoriasis, are obvious 
possibilities. As far as the eruption due to a drug is concerned, Dr. Kingsbury has 
remarked that this cannot be positively ruled out even though the history indicates 
that no drugs have been ingested. I agree with Dr. Bechet that there are too 
many incorrect clinical diagnoses of mycosis fungoides. In this case there are a 
number of points against that diagnosis. The eruption does not itch; there are 

semicircular patches; there is no uneven distribution of the infiltration, and 
little or no improvement has resulted from roentgen therapy. By exclusion the 
vidence tends to suggest parapsoriasis. 
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Dr. J. GarpNER Hopkins: I should say that definite improvement followed 
roentgen treatment, but I do not think that any lesion has disappeared after four 
fractional doses of one-quarter unit. 

Dr. Georce M. MacKee: This is a sort of rebuttal. I did not make an absolute 
diagnosis. I suggested the diagnosis of mycosis fungoides. I do not think one 
ought to concentrate too much either on an eruption due to a drug or on MYCOsis 
fungoides. The disorder might be some other form of lymphoblastoma. If it js 
some other form of lymphoblastoma that would explain the lack of complete 
response to roentgen therapy. Leukemia and Hodgkin’s disease of the skin may 
sometimes simulate mycosis fungoides and fail to respond to roentgen treatment. 
The possibility of parapsoriasis must be considered, but in my opinion the eruption 
is too active to be parapsoriasis. There is too much edema or infiltration, and the 
lesions are not just the color that one is accustomed to see in parapsoriasis in 
patches. There are two interesting features that were brought out at the time the 
patient was presented. One is that the lesions are progressive. None of the lesions 
has improved spontaneously in over a year’s time. That is a little in favor of 
parapsoriasis. In mycosis fungoides some lesions improve and some disappear. 
Another point is that in this case the elementary lesion, as I recall it, is a small 
macule or papule, or a group of two or three, or perhaps even follicular lesions. 
Such a formation occurs in the lymphoblastomas and is not nearly so apt to occur 
in parapsoriasis. I wish to mention one more point about itching. I do not agree 
that there is constant pruritus in early stages of mycosis fungoides; I certainly 
have observed cases in which there was some itching but not enough to bother the 
patient and in which microscopic examination and the subsequent development of 
fungoid lesions proved that the condition was mycosis fungoides. 

Dr. J. GARDNER Hopkins: I am grateful for the discussion. I shall make a 
biopsy and report on it later. 


A CASE For Diacnosis (Sarcoip? Lupus EryTHEMATOSUS PROFUNDUS?). Pre- 
sented by Dr. Eucene F. Travs. 


O. K., a woman aged 31, born in Germany, states that she has had the lesion 
which is present on the left cheek between seven months and one year, the onset 
being so insidious that she cannot fix the time exactly. When she was first seen 
she presented a nodular mass in the center of the left cheek. In addition to the 
deep infiltrated mass the surface over the center also seemed slightly raised. The 
entire area was much redder than the normal surrounding skin. There seems to be 
a slight tendency to healing and atrophy in the center of the raised area. There 
also seems to be slight telangiectasia. 

Urinalysis and the Wassermann and Kahn tests gave negative results. 

The results of microscopic examination were reported as follows: The micro- 
scopic diagnosis was lupus erythematosus profundus or sarcoid. The section 
showed a deep-seated inflammatory reaction which extended into the epidermis. 
Cellular exudate was present in the form of islands that were not surrounded by 
inflammatory exudate. The intervening connective tissue bundles were practically 
normal. The reaction in the upper portion of the corium was slight. In this area 
there was some degeneration edema in the connective tissue zone. The epidermis 
was atrophic. There were numerous blood vessels in the inflammatory islands. 
Many of them were new. There was no necrosis. There were occasional giant 
cells of the Langerhans type and many plasma cells. The blood vessels in the 
middle portion of the corium showed a marked endarteritis. With the Weigert 
stain the section showed a persistence of normal elastic tissue fibers, some of which 
were in the islands of the inflammatory exudate. Dr. Fraser, who also examined 
this section, believed that the lesion was a sarcoid, although he stressed the fact 
that some portions of the section suggested lupus erythematosus. 


DISCUSSION 
Dr. Georce M. MacKee: I think that probably what the pathologists call lupus 
erythematosus profundus is Crocker’s nodular form of lupus erythematosus, which 
this patient’s disorder seems to resemble, but my recollection of Crocker’s descrip- 
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the nodular type of lupus erythematosus is that it is acute and rather 
it: that is, the nodular element occurs in exacerbations, although during 
sions there may be evidence of lupus erythematosus. I asked this patient 

r the swellings occasionally subsided, and she said that they did. Therefore, 
rather inclinded to agree with the diagnosis of lupus erythematosus of the 
ker type rather than with that of sarcoid. On the other hand, I understand 
Dr. Fraser says the histologic picture is more like that of sarcoid. If the 
is sarcoid histologically the diagnosis of sarcoid is correct. I am speaking 
of the clinical appearance. 


i 


1 
I 


Frep Wise: I agree that the diagnosis is probably sarcoid. However, in 
Austria, cases of this disorder have been presented as instances of lupus 
with histopathologic changes similar to those of sarcoid. 

Dr. PauL E. Becuet: This patient presents an edematous infiltration and a 

marginated lesion, elevated and hard. It looks to me like sarcoid. Of 

rse, if this induration disappears that will be a point in favor of lupus 

hematosus, but as it appears tonight, the disorder is sarcoid rather than lupus 
rythematosus. 

Dr. GeorceE M. MacKee: The patient says that the superficial portion of the 

ion which looks like lupus erythematosus is always present but that the swelling 

isionally subsides. 

Dr. Eucene F. Traus: That was not my impression, either from the history 

r from the progress of the condition. The deep nodular lesion has been present 
from the beginning, and I believe that the superficial lesion has undergone little, 
y, change. 

Dr. J. FRANK Fraser: On histologic grounds I favor the diagnosis of sarcoid 

his case. 

Dr. Paut E. Becuet: In private practice I observed an interesting case of a 
rather acute type of discoid lupus erythematosus of the face associated with typical 
sarcoid of the upper portion of the back, exactly like the lesion Dr Traub’s patient 
presents. Therapy with a gold compound cleared up the lupus erythematosus but 
had no effect on the sarcoid on the back. 

Dr. Epowarp R. Matoney: I think that probably the correct clinical diagnosis 
is sarcoid. It may be lupus pernio as Dr. Wise suggests, but the history does not 
point to that diagnosis. The patient was born in Germany and lives in Brooklyn. 
There has not been any particular exposure to frost-bite or cold. That of course 
does not absolutely rule out the diagnosis of lupus pernio. 

Dr. Howarp Fox: As to the so-called nodular type of lupus erythematosus 
iriginally described by Crocker, I have always believed that in many cases the 
disorder thus diagnosed would prove to be sarcoid on histologic examination. 

Dr. Eucene F. Traus: An additional point against lupus pernio as I under- 
stand it is that the process began in the summer. As the eruption is a nodular 
one, the better clinical diagnosis seems to be sarcoid. 





MANHATTAN DERMATOLOGIC SOCIETY 


M. B. Parounacian, M.D., Secretary 


Pau. E. Becuet, M.D., Chairman 


\ Case ror Dracnosis (HerPes ZosTER? Herpes SIMPLEX OF Buccat Mvuco3A?). 
Presented by Dr. Frep WIsE. 


M. G., a man aged 30, was referred by Dr. Tenney to the Skin and Cancer 
t of the New York Post-Graduate Medical School and Hospital. The patient 
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presents pinhead-sized discrete and confluent vesicles, many of which have ruptu 
and left impetiginous crusts on the left cheek. The left side of the face is marked}, 
swollen. In the mouth, on the left buccal mucosa and on the left side of th, 
hard palate, are a number of whitish ruptured vesicles on an erythematous bac] 
ground. The cervical gland on the left side is enlarged. 


DISCUSSION 
Dr. Howarp Fox: In my opinion the disorder is herpes zoster involving th 


1 


second division of the fifth nerve. The only feature which is unusual and which 
speaks against zoster is the absolute absence of pain. Points in favor of zoster 
are the strict unilateral distribution, the wide extent of the eruption, the presenc 
of mild constitutional symptoms and the adenopathy. Patients with zoster with 
similar involvement of a nerve are apt to suffer from more severe constitutional 
symptoms. The most severe disturbance of this kind I ever saw affected this 
location. 

Dr. GeorceE M. MacKee: I favor the diagnosis of herpes zoster. 

Dr. J. FRANK FRASER: I agree with Dr. Fox. In a limited personal experi 
ence I have found enlargement of the lymph nodes and constitutional symptoms 
to be associated more often with herpes zoster than with herpes simplex, except 
in cases of the latter disease in which there was an accompanying secondary 
pyogenic infection. In this case there are lesions on the hard palate characteristic 
of zoster. More than one nerve may be involved in zoster. Recently I observed 
a case at the New York City Hospital in which there was involvement of the 
geniculate ganglion (seventh nerve) manifested clinically by a vesicular eruption 
in the auricular canal. In that case there were also an involvement of the second 
-division of the fifth nerve and typical zoster of the hard palate. The balance of 
the evidence in the present case favors the diagnosis of herpes zoster. 

Dr. ANDREW J. Gitmour: Some of these lesions are pustular, and that could 
account for the adenopathy. 

Dr. Frep Wise: Differential diagnosis is facilitated in cases of this disorder 
by means of inoculation of infective material into the corneas of rabbits. I agree 
with Dr. Gilmour with respect to the adenopathy; it may occur in association 
with both herpes simplex and herpes zoster. 


IcHTHYOSIS ASSOCIATED WITH KERATODERMA PALMARE ET PLANTARE. Presented 
by Dr. Frep WISE. 
H. D., a woman aged 22, was referred by Dr. Tenney to the Skin and Cancer 


Unit of the New York Post-Graduate Medical School and Hospital, because of a 
cutaneous eruption involving the palms, the soles, both axillae, the anterior surfaces 
of both knees and the portion of both thighs over the patellae. Four years ago 
the patient sustained an automobile accident which caused considerable shock to 
the nervous system. The patient has not menstruated since the accident. About 
six months after the accident the eruption developed. The lesions on the hands 
and feet appeared before the eruption on the body, the latter appearing about one 
year later. No history of consanguinity or familial occurrence was obtained. 

On both palms, with the exception of a small area in the center of the palms, 
is a generalized lemon-yellow hyperkeratosis with a few faint scales superimposed. 
Similar lesions are present on the plantar surfaces, but the central portion of each 
sole is not involved. There is an eruption on the inner surfaces of both knees 
consisting of pinhead-sized pinkish papules with a few scales. Similar lesions 
are present in both axillae. The patient also complains of hot flashes and other 
symptoms related to artificial menopause. 


DISCUSSION 


Dr. IsavorE Rosen: I do not think that there is sufficient clinical evidence in 
this case to justify the diagnosis of ichthyosiform erythroderma. I am not willing 
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ke a definite diagnosis after a superficial examination. I should, however, 
tigate this case in respect to arsenic, as there is a history that the patient’s 
pation was associated with dyes and various chemicals. 
Georce C. ANpREWS: I agree with Dr. Rosen’s remarks. Some endocrine 
rbance also must be considered. 
yx. GEORGE M. MacKee: I think that the disorder may be considered as a 
ichthyosiform erythroderma because the flexures are involved and there is 
ved redness as well as a tendency toward ichthyosis hystrix in some places. 
nails are hypertrophic and grow rapidly. The palms and soles are involved. 
picture may be more typical in colder weather. 
Dr. Howarp Fox: The diagnosis lies between a congenital anomaly of the 
and arsenical keratoses. I am strongly in favor of the former diagnosis. 
lesions of the axillae, knees, palms and soles appeared at the same time and 
doubtless part of the same disorder. If arsenical keratoses can be excluded 
diagnosis of the lesions on the knees and axillae is largely academic. Those 
the knees suggest ichthyosis, but it is not customary for this disorder to be 
present in flexures. I therefore favor a diagnosis of ichthyosiform erythroderma 
ssociated with keratosis palmaris et plantaris, the entire eruption representing 
mgenital anomaly appearing late in life. The lesions on the palms and soles 
re not the usual arsenical keratoses; it is, however, possible for arsenic to produce 
liffuse keratoses, though such lesions occur much less frequently than discrete 
arty lesions. 
Dr. Frep Wise: I am in favor of a diagnosis of ichthyosiform erythroderma. 
\s regards the suggestion made by Dr. Andrews, the patient sustained an auto- 
mobile accident four years ago, and since that time she has not menstruated. 
Haxthausen, of Copenhagen, described several cases of keratoderma palmare 
associated with the cessation of menstruation. I shall make further investigations 
and report the results at the next meeting. 


M. B. Parounacian, M.D., Secretary 
Dec. 10, 1935 


PauL E. Becuet, M.D., Chairman 


KERATOSIS PrILarts CrRCUMSCRIPTA. Presented by Dr. FrRep WIsE. 


M. S., a boy aged 5 years, for about one year has had discrete and confluent 
patches scattered over the arms, legs and thighs. They consist of numerous small 
keratotic follicular papules capped with scaly plugs, the largest one measuring 
2 inches (5 cm.) in diameter. On the trunk and extremities there are large areas 

f noncircumscribed keratosis pilaris. Tissue taken for microscopic examination 
n Dec. 3, 1935, revealed the histopathologic picture of hyperkeratotic perifolliculitis. 


DISCUSSION 
Dr. Howarp Fox: The name which Dr. Wise has used for this eruption seems 
orrect to me. I am sure that at least pityriasis rubra pilaris can be excluded. 
Dr. IsaporE Rosen: While this patient has on both lower extremities distinct 
evidence of keratosis pilaris, the sharply circumscribed areas on the trunk are 
manifestations of lichen spinulosus. 
Dr. ANDREW J. Gitmour: The disorder is keratosis pilaris. 
Dr. Georce C. ANpREWS: I think that the diagnosis of keratosis pilaris circum- 
scripta is correct. I am interested in whether there is a possibility of (1) some 
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vitamin deficiency and (2) some endocrine disturbance. I think that it would be 
advisable to give the patient vitamin A. He also seems to have some signs of 
hypopituitarism. 

Dr. Frep Wise: I am unable to discern any spinous lesions which consist 
of clusters of well defined spicules resembling acrochordon or verruca acuminata 
such as occur on the neck of women. The microscopic sections reveal only follicular 
hyperkeratoses, no spines or accuminate projections. 


A CAseE For DraGnosis (ViTILico? PityrtAsis VERSICcOLOR?). Presented by Dr. 

Max SCHEER. 

L. M., a Negress aged 66, from the Skin and Cancer Unit of the New York 
Post-Graduate Medical School and Hospital, has a generalized eruption which js 
most marked on the face, thorax and extremities. The eruption consists of 
numerous discrete and confluent areas of depigmentation, the largest measuring 
several inches in diameter. Some of the depigmented areas are covered with an 
adherent grayish scale. Throughout the scalp there is considerable scaling; it is 
most marked over the vertex, where it is associated with moderate alopecia. There 
is moderate enlargement of the left ulnar nerve. The nose and cheeks present 
scaling lesions resembling a subsiding lupus erythematosus. 


DISCUSSION 

Dr. Howarp Fox: In my opinion this is a case of extensive lupus erythema- 
tosus of the fixed type. There are changes in the consistency of the skin which 
suggest atrophy; there are some fine adherent scales, and the depigmentation is 
not complete as in vitiligo. The location is entirely compatible with lupus 
erythematosus, and I may add that the disease also occurs fairly often in Negroes, 
as shown recently by Cummer (ArcH. Dermat. & SypH. 33:434 [March] 1936). 
I should positively exclude vitiligo because the depigmentation is not complete, 
because there is no hyperpigmentation at the borders of the light patches and mainly 
because there are scaling and apparent atrophy. Pinta can also be excluded for 
the aforementioned reasons and for the additional reason that the bluish pigmenta- 
tion so characteristic of that disorder is lacking. Some of the branny scaling on 
the thighs suggests tinea versicolor, though the location is unusual for this disease 
and I understand that no fungus was observed on microscopic examination. 

Dr. Louis B. Mount: I think all that one can say about the condition at the 
present time is that it is a leukoderma acquisitum. 

Dr. ANDREW J. GitmMour: My diagnosis would be lupus erythematosus. Some 
lesions have the characteristic butterfly distribution. 

Dr. FRANK Fraser: I think that it would be well to report on the case again 
after microscopic studies have been made. 

Dr. Paut E. Becuet: The patient presents scaly, hyperkeratotic patches with 
follicular plugs on the nose. The patches on the chest and those on the forearms 
appear to be atrophic. With these facts in mind I cannot understand the hesitation 
in making a diagnosis of lupus erythematosus disseminatus of the discoid type. 
The location of the eruption is typical of that disease. The scaliness of the appar- 
ently normal skin does not suggest tinea versicolor but is probably due to cutaneous 
senile changes, lack of bathing facilities, etc. Depigmentation following a severe 
type of discoid lupus erythematosus in Negroes is, in my experience, not uncommon. 
The eruption on the scalp is by no means typical of lupus erythematosus, but despite 
this fact that diagnosis cannot be discarded as improbable. I certainly should not 
consider psoriasis. 

Dr. Max ScHEER: ‘Tinea versicolor can be ruled out by the negative results 
of examination. The scales are white and flaky and come off readily. These 
changes, together with the lesions on the scalp, cause me to believe that psoriasis 
and leukoderma psoriaticum should also be considered in the differential diagnosis. 
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cuLosis VERRUCOSA Cutis. Presented by Dr. MAx SCHEER. 


i. G., a woman aged 54, has been a patient in the Skin and Cancer Unit of 
New York Post-Graduate Medical School and Hospital. On both hands and 
right forearm she exhibits lesions consisting of purplish raised verrucous 

es which have become fused in places. In some spots there is dry and 

mt ly crusting. There is a dactylitis involving the middle fingers of both hands 

i the little finger of the left hand. The terminal phalanges of the middle fingers 
runken and conical. The skin of the little finger is sclerotic and telangiectatic 

in places presents a slight roughening along the borders of the erythematous 

is, The distal two thirds of the left middle finger and the proximal third of the 
ht middle finger are swollen, purplish and roughly scaly, and in places the super- 
fi ulceration is crusted. Some of the fingers show nodes at the bases of the 
erminal phalanges. The patient nursed her father fifteen years ago when he 
suffered from a tuberculous laryngitis. The original lesions were present on the little 
r of the left hand and were treated with roentgen rays fifteen years ago. The 
taneous changes therefore are most likely results of roentgen treatment. The 
ger-nails are thickened, yellowish and ridged. The disease apparently reappeared 
its present location only about one year ago. The patient states that she is 
eood health as far as she knows, and that in the course of her work as a 
practical nurse she had not taken care of any patient known to be tuberculous. 


\ -A subsequent biopsy revealed typical tuberculosis of the skin. 


\ OTE. 


DISCUSSION 


Dr. IsApORE Ros—EN: The eruption impresses me as being made up of a number 
f nodules arranged concentrically, and I suggest that syphilis be ruled out before 
iny other diagnosis is considered. As far as the bony changes are concerned, 
tuberculosis and syphilis give a similar clinical picture. 

Dr. Howarp Fox: I think that the bony changes which are apparently present 
are more indicative of tuberculosis than of syphilis. 

Dr. J. FRANK FRASER: The duration of the disorder should be considered in 


the differential diagnosis. Syphilis would do more damage than tuberculosis in a 
short time. 





LOS ANGELES DERMATOLOGICAL SOCIETY 


Regular Monthly Meeting, Dec. 10, 1935 


Lupus ERYTHEMATOSUS IN A NEGRO. Presented by Dr. SAMUEL Ayres Jr. 
XEROSTOMIA. Presented by Dr. SAMUEL AyRES Jr. 


M. S., a woman aged 34, a domestic servant, has an irrelevant family and 
personal history. Her tonsils have been removed. There is no history of the use 
mouth washes or gargles; the patiert states that she used Strasska’s or listerine 
tooth-paste for eight years. The duration of the present complaint is five months. 
[he onset was sudden and occurred two weeks after the extraction of five abscessed 
lower teeth. The patient went to bed feeling well and awoke in the morning with 
dryness and burning of the mouth and throat but no fever or other systemic 
symptoms. She has worn an upper denture for eight years, and no new dentures 
have been installed recently. The irritation of the throat subsided in about a week, 
but the extreme dryness of the mouth has persisted. Redness and slight cracking 
at the commissures of the mouth have been present about two weeks. There 
is no disturbance of the lacrimal glands. The patient has never perspired freely. 
The entire buccal mucosa is extremely dry; the tongue is somewhat reddened, and 
the papillae appear flattened and somewhat atrophic. Both oral commissures present 
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redness, slight cracking and slight scaling. Practically no saliva can be seen. 
Two remaining lower teeth appear to be infected. Transillumination of the sinuses 
is unusually clear. A potassium hydroxide smear of scales from the oral commissure 
showed five short mycelia. Cultures on Sabouraud’s medium of material from the 
oral commissure showed only Staphylococcus aureus. Culture of material from 
a tonsillar fossa showed Monilia albicans. The Wassermann test and urinalysis 
gave negative results. The basal metabolic rate was —8 per cent. Examination 
of the blood showed slight secondary anemia. The sugar content of the blood 
during fasting was 86.5 mg. per hundred cubic centimeters. Pilocarpine hydro- 
chloride in capsules has been given for about one week without benefit. The patient 
is presented for suggestions as to etiology and treatment. 


DISCUSSION 

Dr. W. H. GoEecKERMAN: This is a striking disorder. It has characteristics 
the exact likeness of which I have never seen, but they do resemble those of the 
stomatitis associated with some severe metabolic changes. I should suspect a 
definite systemic disturbance as an etiologic factor, possibly an early stage of 
dyscrasia. I certainly should not feel satisfied to treat the patient for a consider- 
able period without trying to find the cause of the disturbance. 

Dr. Moses Scuoitz: This is the first patient with that disorder whom I have 
seen. It seems to me that the tongue is flattened. I do not know whether the 
suppression of saliva would cause that or not. I agree with Dr. Goeckerman. 
The disorder is not a purely local disturbance, I fear. 

Dr. SAMUEL Ayres Jr.: The blood at present appears to be normal except for 
mild secondary anemia. I received the report from the patient’s family physician. 
Perléche at the corners of the mouth showed mycelia which suggested Monilia. 
In the tonsillar fossae there seemed to be a whitish material which on culture 
grew M. albicans. The references to this condition are scarce. The dermatologic 
textbooks say scarcely anything about it. In Mead’s textbook (Mead, S. W.: 
Diseases of the Mouth, ed. 4, St. Louis, C. V. Mosby Company, 1932) two cases 
are mentioned; in one of these cure followed the removal of two teeth and the 
administration of cod liver oil. The curious thing about this patient’s disorder 
is that the onset was sudden. She retired feeling all right, and the next morning 
she woke up with the condition, and this occurred two weeks after the extraction 
of infected teeth. It is an unusual picture, and the therapy is a difficult problem. 


A Case For DraGnosis (TERTIARY SYPHILIS PRECIPITATED BY CONTACT DERMA- 
TITIS?). Presented by Dr. SAMUEL AyrREs JR. 


A Case For DiaGnosis (ULCERS OF THE MoutH AND SKIN?). Presented by 
Dr. SAMUEL AyRES JR. 


LicHEN PLANUS OF THE TONGUE. Presented by Dr. KENDAL Frost. 


R. E. T., a woman aged 43, a nurse, whose family and personal history are 
irrelevant, has a lesion on the tongue which appeared eighteen months ago. The 
patient states that the lesion is not painful; she merely noticed a feeling of thick- 
ness. The lesion has gradually enlarged. The general appearance is good. On 
the dorsal surface of the tongue, about 1 cm. back of the tip, is a circinate area 
of whitish thickening. This area is made up of small white papules closely set 
and of fine white lacelike trabeculae. 

Biopsy showed marked acanthosis and some hyperkeratosis. The epithelial 
cells were well circumscribed except in one or two places where the inflammatory 
cells were invading from the subepithelial tissue. Immediately below the epithelium 
there was marked cellular infiltration. The cells were mainly round cells and 
large pale histiocytic cells with an occasional monocyte and polymorphonuclear 





SOCIETY TRANSACTIONS 

cyte. There was a slight proliferation of fibrous tissue in this region of 
‘tion. There were no changes suggestive of malignant degeneration. 

he patient has been given pills containing yellow mercurous iodide; later 
ition was changed to oral administration of red mercuric iodide and a weekly 
nent with 80 roentgens of unfiltered radiation, a total of twelve roentgen 
nents being given. Beginning in September 1935, the patient was given 
uric salicylarsenate intramuscularly; this therapy was continued until the 
part of October, when a mild erythema developed in the groins and across 
bdomen. Further administration of the drug was withheld, and the eruption 
ppeared. The lesion on the tongue has remained unchanged. 


DISCUSSION 

H. C. L. Linpsay: The tongue is not harmed by roentgen radiation, 

although many textbooks advise against the use of that type of treatment for 

lesions of the tongue. I have used it with good results. Theoretically the tongue 

ought to be able to withstand almost as much as the skin. It is composed mostly 

f muscular tissue and has a good blood supply, and its epithelial covering with- 
stands trauma well. 

Dr. SAMUEL Ayres Jr.: I do not think that bismuth has been used yet in 
this case. There might possibly be some effect due to the electrogalvanic cur- 
rents in this patient’s mouth from her metallic fillings, especially in view of the 

alcitrance of the condition to treatment. I suggest that the patient’s mouth 
be tested with a micro-ammeter between the gold and the amalgam fillings and 
that if much current is found the amalgam fillings be replaced by fillings of 
porcelain or gold. 

Dr. Moses Scuoitz: Since systemic treatment has failed, I suggest electro- 
desiccation such as is used in treating leukoplakia. 

Dr. CHARLES R, Caskey: When I examined this patient’s mouth I noted 
that she has an amalgam filling in each lower third molar and a gold filling in 
the corresponding tooth of the upper jaw; on the lower jaw, where most of 
the trouble on the tongue is, there is a partial denture. That impressed me as 
an important point in this case. It is difficult to make a diagnosis of lichen 

anus of the tongue in the absence of cutaneous lesions. I should be inclined 
change the metallic fillings before giving the patient mercuric salicylarsenate 
yr bismuth, 

Dr. KenpAL Frost: In regard to the question of electric currents due to 
different metals in the mouth, the patient states that she had “electric shocks” in 
the mouth several years ago at the time these metallic fillings were first installed. 
This disturbance has gradually decreased, and she has not noticed any such “shocks” 
in the past several years. I hesitate to advise a patient whose financial status 

like that of this woman to undergo extensive replacements without more evi- 
dence that the lesion is caused by the fillings. I am not familiar with lichen 
nus of the mucous membrane resulting from these electrical discharges, and 


la 
dal 


his lesion is both clinically and histologically lichen planus. 
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Sarcoip. Presented by Dr. KENDAL Frost. 

M. H., a woman aged 49, whose family and personal history are irrelevant. 
has an eruption on the arms and the legs which has been present for years. In 
he spring of 1934 a diagnosis of sarcoid was made at the Mayo Clinic. The 
patient’s general appearance is good. Scattered over the arms and legs are 
numerous café au lait infiltrated flat papules. There are very few, if any, lesions 

the trunk. The blood pressure varies from 180 to 200 systolic and from 90 
to 100 diastolic. 

The results of a biopsy were reported as follows: The epidermis was normal 
except for a small area of hyperkeratosis. Deep within the corium there were 
irregular nests of large pale epithelioid cells that were fairly well demarcated 
from the surrounding tissue. These cells contained faintly staining oval nuclei 
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having one or two nucleoli. These masses of cells contained numerous fibro- 
blastic cells and a few round cells. The pathologist expressed the opinion that 
the disorder belongs to the sarcoid group. 

Administration of gold sodium thiosulfate was advised and continued for a 
year without improvement. Then the patient was given bismuth subsalicylate 
for a time, and improvement occurred, but a marked exacerbation followed 
a sunburn. Before I saw her, beginning in July 1935, the patient received 
twenty-four injections of tuberculin (bacillen emulsion) in increasing doses which 
I continued at the request of her physician. The lesions have apparently involuted 
somewhat under this treatment. 

Dr. CHARLES R. CAsKEy: The patient states that she took feenamint. | 
cannot agree with the diagnosis of sarcoid, and I think that a diagnosis of an 
eruption due to a drug should be considered. 

Dr. Moses Scuottz: Morphologically the lesions are too numerous, too 
smooth and too superficial to be sarcoid. I wonder if the disorder could not be 
urticaria pigmentosa. 

Dr. SAut S. Ropinson: I agree with the diagnosis of sarcoid. 

Dr. H. C. L. Lrnpsay: The eruption looks like pigmented lichen planus. 


Dr. KENDAL Frost: I believe that the pigmentary element is secondary to 
the granulomatous process. 

Dr. W. H. GoecKERMAN: I am intrigued by this patient’s disorder. It 
presents an interesting picture, but I cannot agree with the diagnosis of sarcoid. 
Naturally, a number of differential diagnoses suggest themselves. I favor a 
diagnosis of lichen nitidus. In my own mind I have a fairly definite conception 
of what sarcoid is. I think that the idea of placing every nodular lesion in the 
sarcoid group is not good. I am convinced that this patient’s eruption is not 
sarcoid. 

Dr. KenpDAL Frost: The lesions that I have seen have been as they present 
themselves tonight. However, the patient gives the information that they 
regressed considerably. I believe that the section is not that of the full-blown 
disorder but that of a regressive stage of it which, although not absolutely 
characteristic of sarcoid, is compatible with that diagnosis. I shall write to the 
Mayo Clinic to get the status of the patient when she was there eighteen months 


ago. 


XANTHELASMA. PsortAsis IN A NeGRO. Presented by Dr. SAMUEL Ayres Jr. 





NEW ENGLAND DERMATOLOGICAL SOCIETY 
J. Harper Brarspett, M.D., Secretary 


Dec. 12, 1935 


Rupo_tpH Jacosy, M.D., Chairman 


Lupus Pernio. Presented by Dr. Micprep Ryan, Brockton, Mass. 


A. S., a girl aged 19, a year ago noticed a white area with red lines on the 
outer border of the left foot. One week later similar lesions appeared on the 
right foot and on the face. For the past four months lesions have been present 
in the ears. 

On the nose and cheeks there are scattered scaling slightly raised red papular 
lesions showing some stippling and varying in size from that of a pinhead to 
1 inch (2.5 cm.) in diameter. There are brown areas with stippling and atrophy 
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ith ears. A small bluish red area is present on the ventral aspect of the left 

urth toe, and there are two similar areas 1% inches (3.8 cm.) in diameter on the 

r aspect of the left foot. On the fingers of both hands, especially near the 

es of the nails, the skin is reddish purple and shows papular and small nodular 

sions, some of which exhibit central umbilication. The Wassermann reaction 
was negative. 


DISCUSSION 
Dr. E. LAwrENCE OLIverR, Boston: This is an interesting disorder. It. is 
nusual to see paronychial lesions such as this patient presents. When such lesions 
.ppear on the hands the patients invariably have poor circulation and cyanotic 
hands and feet. The lesions on the face and scalp are characteristic of 
xis erythematosus. The disorder appears to be lupus erythematosus with the 

‘nio type of circulation. It may be called lupus pernio. 

Dr. J. HARPER BLAISDELL, Boston: This condition is interesting because it 

nains the same in the summer and in the winter. 

Dr. E. Mytes StanpisH, Hartford, Conn.: I should like to know what therapy 
was used. 

Dr. Mitprep Ryan, Brockton, Mass.: I saw the patient for the first time a 
week ago. I wanted her to undergo a roentgen examination of the chest, but 
she did not have the opportunity to be examined. I advised that a physical exami- 
nation be made and suggested that ultraviolet irradiation might prove helpful in 
improving the circulation. The patient states that she suffered frost-bites on one 
foot and that the first lesion appeared on the involved foot. Bismuth medication 
might help if it is not contraindicated. 

Dr. Myer Maurice TotMAN, Chelsea,’ Mass.: At the Massachusetts General 
Hospital intravenous administration of calcium has been tried in treatment of 
these disorders. Injection for injection and over comparable periods calcium has 
proved as efficacious as preparations of bismuth or gold; reactions seen with the 
use of other drugs have not followed administration of calcium. It may be used 
intravenously or intramuscularly. 

Dr. J. H. Swartz, Boston: I saw two patients who had a reaction from 
calcium. One showed a reaction characterized by difficulty in breathing, nausea 
and vomiting. The calcium was given very slowly. The other had a similar reac- 
tion. Reactions occur after administration of calcium but not as frequently as after 
administration of gold preparations. 

Dr. E. Mytes Stanpisu, Hartford, Conn.: I know of three cases in the last 
year in which the disorder proved resistant to gold and bismuth therapy. In 
all these cases a long series of treatments was given, and in all the disorder 
cleared after the tonsils were removed. 

Dr. Jonn G. Downtnc, Boston: I wonder whether large enough doses of 
gold medication were given to this patient. I get good results from starting with 
a dose of 0.025 Gm. 

Dr. Myer Maurice TotMAN, Chelsea, Mass.: One patient at the Massachusetts 
General Hospital was given twenty-eight injections of 200 mg. of a gold prepara- 
tion and showed no improvement. That patient had no reaction. 

Dr. MitprEp Ryan, Brockton, Mass.: Calcium might help more than anything 
else if the circulation is poor. 


A Case For Dracnosis (DERMATOPHYTOSIS?). Presented by Dr. Myer MAvrRIcE 

ToLtMAN, Chelsea, Mass. 

K. McD., a woman aged 45, four years ago noticed a swelling the size of an 
egg over the right portion of the mandible; soon a similar swelling appeared on 
the left side, and the eyes became almost closed. The left side returned to normal, 
but the right remained edematous, and six months later the involved area became 
covered with thick yellow scales. Roentgen irradiation was given after which 
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the face remained erythematous and the right side remained edematous. About 
three years ago both sides again became swollen, and marked induration on the 
left side associated with some scaling became evident. 

The left side of the face is erythematous and markedly indurated and exhibits 
some atrophy. On the right side of the face the muscles are somewhat atrophied 
and there is a smaller lesion similar to that which is present on the left side. 

Roentgen examination of the sinuses showed thickening of both ethmoid bones 
and of the left antrum. The Hinton test was negative. 

In February 1933 bismuth subsalicylate was given weekly for six weeks, but 
no improvement resulted. Fever (typhoid) therapy was given in April 1933 and 
was followed by marked improvement. In June 1935 the left side of the face again 
became swollen. Calcium levulinate was given for seventeen weeks. The use of 
radiation from the water-cooled quartz mercury vapor arc lamp resulted in little 
improvement. On Sept. 26, 1935, administration of a bacterial antigen twice weekly 
was begun; it has been continued up to the present. 


DISCUSSION 

Dr. C. Guy Lane, Boston: I think that if this patient had been seen two or 
three years ago the first thing that would have been considered would have been 
injections of liquid petrolatum. The second thing would have been chronic lymph- 
angitis. I remember diagnosing chronic lymphangitis—a condition possibly asso- 
ciated with sinus infection, possibly not—in several patients who exhibited swollen 
eyelids and a puffy condition below the eyes. I do not remember whether they 
were followed long enough to ascertain the final results. 

Dr. Joun G. Downine, Boston: The change which has taken place on the 
right side of the face, as I understand it, passed through a stage of development 
similar to what the left side shows at present. The various stages and the depres- 
sion and atrophy, it seems to me, point toward a dermatophytosis. The condition 
is interesting. 


GRANULOMA ANNULARE. Presented by Dr. BERNARD APPEL. 


A Case For Dracnosis (MorpPHEA? SENILE KERATOSIS? IDIOPATHIC ATROPHY ?). 
Presented by Dr. Francis M. THurmon, Boston. 


L. McL., a woman aged 66, in August 1934 complained of itching over the 
back and between the shoulders which had been present for two or three years. 
For several months before that time a rash had appeared on the back, on the 
buttocks, on the lateral surface of the legs and on the anterior surfaces of the 
wrists and forearms. Under treatment there had been improvement except for 
the atrophic character of the areas over the back. The general medical back- 
ground was one of chronically recurring illness of various types and of definitely 
proved colitis, hypertension, arteriosclerosis, hypertrophic arthritis, duodenal diver- 
ticulum and hiatus hernia. 

When the patient was seen in August 1934 she presented over the middle portion 
of the back an oval area of grayish brown pigmented thick skin. At the base of 
the spine there was a well demarcated smaller area of the same kind of pigmenta- 
tion. Also over the anterior surface of the wrists there were well outlined similar 
patches. Scattered over the forearms and legs there were pigmented maculo- 
papular lesions. Pruritus was a feature. At that time the condition was thought 
possibly to be acanthosis nigricans. 

At present, especially on the back, the involved areas exhibit localized atrophy. 
The pigmentation has diminished. 

Urinalysis gave normal results. A Hinton test, a Wassermann test and a 
Kahn test were all reported to be negative. Examination of the stool also gave 
negative results. The blood count was normal except that the percentage of 





SOCIETY TRANSACTIONS 549 


phils was 5. Examination of the sputum showed no evidence of tuberculosis. 
results of biopsy were as follows: The gross specimen consisted of a rec- 
ilar piece of skin 2 by 1 by 0.3 cm. The epithelial surface was roughened 
fissured. A firm flat nodule was felt in the underlying tissue. It cut with 
resistance. Microscopic examination showed the epidermis to be thin, atrophic 
wavy. On its surface there were many desquamating cornified epithelial cells. 
portion underlying the corium was dense, thick and collagenous and was 
trated with collections of lymphocytes. The appendages of the skin were 
hic. There was no evidence of malignant degeneration. A diagnosis of 
e keratosis was made. 

ie patient received ultraviolet irradiation and local treatment with lotion and 
ents. The pigmentation cleared, but the atrophy progressed. 


DISCUSSION 


_E. Mytes Stanpisu, Hartford, Conn.: I suggest a diagnosis of atrophic 

planus. The history, I believe, indicates that there was at one time a 
ilar eruption, though it does not state that Dr. Thurmon saw the rash at 
time. The lesions appear to be symmetrically distributed on the anterior 
urfaces of the wrists. This distribution is much more in accord with the diagnosis 
atrophic lichen planus than with the diagnoses presented. 





Book Reviews 


Nouvelle pratique dermatologique. Vol. II. Edited by Darier, Sabouraud, 
Milian, Pautrier, Ravaut, Sézary and Clément Simon. Price, 300 francs, 
Pp. 952, with 527 illustrations and 28 colored plates. Paris: Masson & Cie. 
1936. 


The second volume of the new “Pratique” contains three sections; the derma- 
toses due to animal parasites, those due to vegetable parasites, and syphilis. 

The late A. Louste and Lévy-Franckel are responsible for the section of 98 
pages dealing with those diseases of the skin due to infestation with animal para- 
sites, and they have furnished a comprehensive reference work on this subject, 
An extended consideration of scabies and Norway itch is followed by brief descrip- 
tions of the clinical pictures caused when the human being is invaded by the 
sarcoptic parasites of the cat, dog, horse, sheep, goat and other animals. Likewise, 
the eruptions due to contact with acarus-infested wheat, flour, vanilla beans, coco- 
nuts and tea receive consideration, together with some nine other dermatoses 
due to acari. 

There are some 40 pages in which the dermatoses due to worms and larvae are 
splendidly described, the portion dealing with filarial infection being unsually 
complete. P 

The second section has been written by Gougerot, Langeron, Pignot, Rabeau, 
Ravaut, Rivalier and Sabouraud. 

As would be expected, Sabouraud was entrusted with the subject of ringworm 
infection, and this topic has been covered in his usual authoritative fashion. 
The microscopic and cultural characteristics of the organisms, as well as the 
clinical pictures caused by them, have been considered extensively, and a wealth of 
illustrations add greatly to the value of this section for those interested in the 
laboratory aspects of mycology. Sabouraud’s pupil, Rivalier, was assigned the dis- 
cussion of the physiopathologic aspects of ringworm infection and discusses the 
diagnostic and therapeutic use of trichophytin, as well as the allergic and immunity 
reactions of tineal infections, and the trichophytids. 

The balance of the second section was assigned to various authors, Gougerot 
dealing with erythrasma, pityriasis versicolor, sporotrichosis, blastomycosis, the 
mycodermatoses and nocardioses, actinomycosis and a miscellaneous group. Ravaut 
and Rabeau have covered yeast infections and the moniliides, and Langeron the 
epidermomycoses of tropical origin. 

The result is praiseworthy. 

In the last section in this volume the discussion of syphilis is begun, and is 
to be continued in the third volume. Milian is the author of the entire section, 
but since this work is a dermatologic one, the discussion deals largely with the 
cutaneous aspects of syphilis to the exclusion of the visceral involvements. Of 
the 317 pages assigned to syphilis in this volume, more than 200 deal with the 
cutaneous manifestations of the several stages of the disease. Milian’s presentation 
is, of course, excellent, and reflects his great experience in this field. The illustra- 
tions are numerous and well chosen and portray many of the rarer manifestations 
discussed in the text. The balance of the section is made up of general aspects of 
syphilis, such as contagion, reinfection and superinfection and traumatic influences, 
together with the serology and pathologic anatomy. With the completion of the 
subject of syphilis in volume III Milian undoubtedly will have provided a complete 
and modern consideration of the disease. 

The volumes are a surpassing example of fine printing, illustrations and binding. 





Books Received 


EL TRATAMIENTO DE LA LEPRA POR EL AZUL DE METILENO. Dr. J. Gonzales Urena 
and Dr. Luis de J. Lozana. Departamento de Salubridad Publica, Mexico, D. F., 
1936. 





Directory of Dermatologic Societies * 


INTERNATIONAL 


NinTH INTERNATIONAL CONGRESS OF DERMATOLOGY AND SYPHILOLOGY 
\merican Secretary: Dr. Howard Fox, 140 E. 54th St., New York. 


FOREIGN 


BriTISH ASSOCIATION OF DERMATOLOGY AND SyYPHILOLOGY 
(CANADIAN BRANCH) 


H. A. Dixon, President, Medical Arts Bldg., Toronto, Ont. 
Norman Wrong, Secretary-Treasurer, Medical Arts Bldg., Toronto, Ont. 
RoyaAt Socrety oF MepIcine, SECTION OF DERMATOLOGY 


H. W. Barber, President, 7, Devonshire P1., London, W. 1. 
Louis Forman, Secretary, 7, Devonshire PI., London, W. 1. 


NATIONAL DERMATOLOGIC SOCIETIES 


AMERICAN MeEpICAL ASSOCIATION, SCIENTIFIC ASSEMBLY, SECTION 
ON DERMATOLOGY AND SYPHILOLOGY 


Paul A. O’Leary, Chairman, 102 Second Ave., S.W., Rochester, Minn. 
J. Bedford Shelmire, Secretary, 1719 Pacific Ave., Dallas, Texas. 
Place: Atlantic City, N. J. Time: June 7-11, 1937. 
AMERICAN BoArD OF DERMATOLOGY AND SYPHILOLOGY 
Howard Fox, President, 140 E. 54th St., New York. 
C. Guy Lane, Secretary, 416 Marlborough St., Boston. 
AMERICAN DERMATOLOGICAL ASSOCIATION 


John H. Stokes, President, 3800 Chestnut St., Philadelphia. 
F. D. Weidman, Secretary, University of Pennsylvania, Philadelphia. 


SECTIONAL DERMATOLOGIC SOCIETIES 
CENTRAL STATES DERMATOLOGICAL ASSOCIATION 


Samuel Goldblatt, President, 3208 Colerain Ave., Cincinnati. 
Raymond G. Senour, Secretary-Treasurer, 19 W. 7th St., Cincinnati. 
Place: Cleveland. Time: Dec. 5, 1936. 


MISSISSIPPI VALLEY DERMATOLOGICAL SOCIETY 
Samuel Goldblatt, President, 3208 Colerain Ave., Ciscinnati. 
Raymond G. Senour, Secretary-Treasurer, 19 W. 7th St., Cincinnati. 
NorTHERN NEw JERSEY DERMATOLOGICAL SOCIETY 


Henry J. F. Wallhauser, President, Medical Tower, Newark. 

Louis J. B. LeBel, Secretary, 165 Grant Ave., Nutley. 

Place: Academy of Medicine of Northern New Jersey, Newark. Time: Third 
Tuesday of January, March, May, September and November. 


* Secretaries of dermatologic societies are requested to furnish the informa- 
tion necessary for the editor to make this list complete and to keep it up to date. 





ARCHIVES OF DERMATOLOGY AND SYPHILOLOGY 


SOUTHERN MeEpiIcaL ASSOCIATION, SECTION ON DERMATOLOGY 
AND SYPHILOLOGY 


Jack W. Jones, Chairman, 384 Peachtree St., Atlanta, Ga. 
Winston U. Rutledge, Secretary, 332 W. Broadway, Louisville, Ky. 
Place: Baltimore. Time: Nov. 17-20, 1936. 


STATE DERMATOLOGIC SOCIETIES 


CALIFORNIA MeEpIcAL ASSOCIATION, SCIENTIFIC ASSEMBLY, DERMATOLOGY 
AND SYPHILOLOGY SECTION 


Thomas J. Clark, Chairman, 400, 29th St., Oakland. 
George V. Kulchar, Secretary, 450 Sutter St., San Francisco. 


ConNECTICUT STATE MeEpicat Society, SECTION ON DERMATOLOGY 
Maurice J. Strauss, Chairman, 41 Trumbull St., New Haven, Conn. 
Edward A. Abbey, Secretary, 442 Temple St., New York. 

FioripA Society OF DERMATOLOGY AND SYPHILOLOGY 


J. L. Kirby-Smith, Chairman, 204 Laura St., Jacksonville. 
W. M. Sams, Secretary, 310 Ingram Bldg., Miami. 


LovuISIANA DERMATOLOGICAL SOCIETY 


M. T. Van Studdiford, President, 912 Pere Marquette Bldg., New Orleans. 
R. A. Oriol, Secretary-Treasurer, Maison Blanche Bldg., New Orleans. 


MASSACHUSETTS MEDICAL Society, SECTION ON DERMATOLO.Y AND SYPHILOLOGY 
Harvey P. Towle, President, 453 Marlborough St., Boston. 
Rudolf Jacoby, Secretary, 270 Commonwealth Ave., Boston. 
MEDICAL SOCIETY OF THE STATE OF NEW York, SECTION ON | 
DERMATOLOGY AND SYPHILOLOGY 
Louis Tullipan, Chairman, 224 E. 17th St., New York. 
C. H. Peachey, Secretary, 197 S. Goodman St., Rochester. 
MEDICAL SOCIETY OF THE STATE OF PENNSYLVANIA 
SECTION ON DERMATOLOGY 
Abraham Strauss, Chairman, Medical Arts Bldg., Philadelphia. 
L. G. Bembauer, Secretary, 5026 Jenkins Arcade Bldg., Pittsburgh. 
MICHIGAN STATE MepicaLt Society, SECTION ON DERMATOLOGY 
AND SYPHILOLOGY 
A. E. Schiller, Chairman, 10 Peterboro St., Detroit. 
G. Warren Hyde, Secretary, 2501 W. Grand Blvd., Detroit. 
MINNESOTA DERMATOLOGICAL SOCIETY 


L. H. Winer, President, 78 S. Ninth St., Minneapolis. 
F. W. Lynch, Secretary, Lowry Medical Arts Bldg., St. Paul. 
Time: First Wednesday in October, December, February and April. 


OKLAHOMA STATE DERMATOLOGICAL SOCIETY 
Charles P. Bondurant, President, 412 Medical Arts Bldg., Oklahoma City. 
Darrell G. Duncan, Secretary, 914 Medicai Arts Bldg., Oklahoma City. 
TExAS DERMATOLOGICAL SOCIETY 


C. M. Griswold, President, 1215 Walker Ave., Houston. 
Everett R. Seale, Secretary, 1215 Walker Ave., Houston. 
Place: Galveston. Time: October. 





DIRECTORY 


LOCAL DERMATOLOGIC SOCIETIES 
BALTIMORE-WASHINGTON DERMATOLOGICAL SOCIETY 
udley C. Smith, President, University of Virginia Hospital, Charlottesville, Va. 
ncis A. Ellis, Secretary, 104 W. Madison St., Baltimore. 


Bronx DERMATOLOGICAL SOCIETY 
i| Gross, Chairman, 35 E. 84th St., New York. 
ry Silver, Secretary, 290 West End Ave., New York. 
BROOKLYN DERMATOLOGICAL SOCIETY 


Samuel Hecht, President, 679 Greene Ave., Brooklyn. 
Mortimer J. Cantor, Secretary, 907 St. Marks Ave., Brooklyn. 
Third Monday of each month except June, July, August and September. 


Tin eis 
BUFFALO-ROCHESTER DERMATOLOGICAL SOCIETY 
Earl L. Eaton, President, 40 North St., Buffalo. 
Richard L. Saunders, Secretary, 333 Linwood Ave., Buffalo. 
CENTRAL NEw YorK DERMATOLOGICAL SOCIETY 
George M. Fisher, President, 264 Genesee St., Utica. 
Rudolph Ruedemann Jr., Secretary-Treasurer, 214 State St., Albany. 
CHICAGO DERMATOLOGICAL SOCIETY 
Max S. Wien, President, 104 S. Michigan Ave., Chicago. 
Reuben Nomland, Secretary, 25 E. Washington St., Chicago. 
CINCINNATI DERMATOLOGICAL SOCIETY 
Raymond G. Senour, President, Carew Tower, Cincinnati. 
Leon Goldman, Secretary-Treasurer, Doctors Bldg., Cincinnati. 
CLEVELAND DERMATOLOGICAL SOCIETY 


John E. Rauschkolb, President, 1705 Medical Arts Bldg., Cleveland. 
C. L. Cummer, Secretary, 1010 Hanna Bldg., Cleveland. 


Detroit DERMATOLOGICAL SOCIETY 
W. G. Wander, President, 509 Kresge Bldg., Detroit. 
G. Warren Hyde, Secretary-Treasurer, 2501 W. Grand Blvd., Detroit. 
Los ANGELES DERMATOLOGICAL SOCIETY 
N. P. Anderson, Chairman, 2007 Wilshire Blvd., Los Angeles. 
Thomas W. Nisbet, Secretary, 65 N. Madison Ave., Pasadena, Calif. 
Time: Second Tuesday of each month, October to May, inclusive. 
MANHATTAN DERMATOLOGIC SOCIETY 
Isidore Rosen, Chairman, 106 E. 54th St., New York. 
Mihran B. Parounagian, Setretary, 126 E. 39th St., New York. 
MONTREAL DERMATOLOGICAL SOCIETY 
B. Usher, President, 1538 Sherbrooke St., W., Montreal, Canada. 
Paul Poirier, Secretary, 456 Sherbrook St., E., Montreal, Canada. 
New ENGLAND DERMATOLOGICAL SOCIETY 


William P. Boardman, President, 388 Marlborough St., Boston. 
J. Harper Blaisdell, Secretary, 45 Bay State Road, Boston 
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New York ACADEMY OF MEDICINE, SECTION OF 
DERMATOLOGY AND SYPHILIS 


J. Gardner Hopkins, Chairman, 102 E. 78th St., New York. 
David Bloom, Secretary, 135 E. 50th St., New York. 
New York DERMATOLOGICAL SOCIETY 
Paul E. Bechet, Chairman, 55 Park Ave., New York. 
Eugene F. Traub, Secretary, 140 E. 54th St., New York. 
OMAHA DERMATOLOGICAL SOCIETY 
J. A. Borghoff, Chairman, 1319 Medical Arts Bldg., Omaha. 
Donald J. Wilson, Secretary, 1113 Medical Arts Bldg., Omaha. 
PHILADELPHIA DERMATOLOGICAL SOCIETY 


Vaughn C. Garner, Chairman, Germantown Professional Bldg., Philadelphia. 
Thomas Butterworth, Secretary, 238 N. 5th St., Reading, Pa. 


PITTSBURGH DERMATOLOGICAL SOCIETY 


Emerson Gillespie, President, 120 Tuscarawas St., Canton, Ohio. 
Joseph J. Hecht, Secretary, 506 Medical Arts Bldg., Pittsburgh. 


St. Louis DERMATOLOGICAL SOCIETY 


A. H. Conrad, President, 3720 Washington Blvd., St. Louis. 
Roy L. Kile, Secretary-Treasurer, 3720 Washington Blvd., St. Louis. 
Place: Barnard Free Skin and Cancer Hospital. Time: Second Wednesday of 


each month. 
SAN FRANcIScO DERMATOLOGICAL SOCIETY 


L. R. Taussig, President, 384 Post St., San Francisco. 
John M. Graves, Secretary, 909 Hyde St., San Francisco. 





